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(54)Tltle: MEDICINES COMPRISING Rho KINASE INHIBITOR 
(57) Abstract 

Novel medicines comprising Rho kinase inhibitors, such as hypertension remedy, angina remedy, cerebrovascular twitching inhibitor, 
asthma remedy, premature birth preventive, arteriosclerosis remedy, anticancer drug, anti-phlogistic, immunosuppressive, autoimmune 
disease remedy, ami- AIDS drug, contraceptive, digestive infection preventive, osteoporosis remedy, retinopathy remedy, and cerebral 
function ameliorant; and reagents and diagnostic agents comprising Rho kinase inhibitors. 
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R h o **--tfH«l*«r*"3E* 

19 8 1 ^ORa s <Df£JI£l*, R a s L fcfi»?lG T P^S6I 

ST, cnb«t^TGDPiGTP^l&«){;^Lv ^L/:GTP 
£in7k#A?-f £GTP a s egft^-f LT^5 (Hall, A., Science. 249. 635- 
640, 1990 ; Bourne. H. R. £>. Nature, 349. 117-127. 1991) 0 

cn^.©fi^lGiei(i^07 ; ;HE5)JOSTO^bRa s> Rho. R 
ab. Arfs Z<Dife,<D 5 o<D 7 )\,~? (C^gijf £ C t*<"e £ So 

Rasift3 5 %©ai§Jtt ; S:^-r # »J K£r=J- K"TS :W>^Rho (R 

as homologue) t>n/c fe^T* -5 (Madaule, P., Cell. 4 

1. 31-40, 1985) o 

Rholit>7'J? oTr&£ C 3 i£3t:fc«i;tf:/ K^SitED I N 

{C<fc<9#MWtCADP U^^yWk^^tj^S^b^n^CNarumiya. S. andMorii, 
S., Cell Signal, 5. 9-19, 1993 ; Sekine, A. £. J. Biol. Chem. . 264,. 86 
02-8605, 1989) 0 C <D C 3 8*&&<J; If E D I N£ffl ^T. R h o OfcHflS 
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>mt-?z>^mm^* : s^*?.y r ^-^'(Dm^m^^^^n cshimizu, h. 

Z>, J. Biol. Chem., 269, 30407-30411, 1994) % i * > > * X 7 r * — tf t> M 

> K7 7 ^ ^*-i*i:fc^TG T P L/:ffittIR h o A<C afel?ttiR«®^ 
l#5fe-rSC^*<^$tl (Hi rata, K. , J. Biol. Chem., 267, 8719-8722, 1992) , 

Swiss 3 T 3 8BJ!t24o«fc£>' 3 Y 1 iHSC^^TR h o#c£F#Jlcf- p 

> is*) ^mit<DfC& (Kumagai, N. J. Biol. Chem.. 270, 8466-8473, 1993) 
^ifiJSO-tr ij y/X l/t->*t-t'0gtt^ (Kumagai, N. FBBS Lett. , 
366, 11-16, 1995) *<m#> h>tltz 0 C<DZ.tfr*. R h o Z-fr^f £tiNR*£ii*lS& 

Rh o CD^gtt-fbtw^l^^tt-fbc? tl-S 4r 'J >/XL/5f->*^---tf (Rho+f- 
Hf) iLTROCa (Leung, T. J. Biol. Chem. . 270, 29051-29054, 1995) 
C5§iJ£ Rho-kinase. R O C K - 0 ] <f> p 1 6 0 R O C K (Ishizaki, 
T. The EMB0 J., 15(8), 1885-1893. 1996) (glj« ROC0, ROCK- 
I] ^§$tlTfc^ ^/:MPt©4<*rt»^§Ci^«§$nTl^ 
(Nakagawa, 0. FEBS Lett. 392 189-193. 1996) o ££IC. CCRho+t 

^£ftT^£(Kimura, K. Science, 273, 245-248, 1996) c 

Rh otiSe»U >mtm&<DZ>>t£Z>-f lipid kinase ©Ste-fblcM-^"*"* C 
tjbm&Znx&K* (Zang. J. «2>. J. Biol. Chem.. 268, 22251-22254, 1993) N 
Rh ol£J:0Sttffc*Xtf'S***y'<--tf (PLD) 30<#£-r 6 C <»: 
nt^S (Siddiqi, A. R. £>, J. Biol. Chem., 268, 24535-24538, 1995) 0 

Swiss 3 t 3 mmwimtecD&imft&TX'omW}. hgf. tpa 
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(12-0-tetradecanoylphorbol ^-acetate)^ 5 f- J h 3 0 3 RiSBfiS<E> 
i3£Zf s pontaneous *>«fctfc hemoatractant fc<fc 
5 *f Rh o(^cfc«9$tJ^$tlTl^l>SC<!:^^$tL (Takai, Y. 

t>. Trends Biochem. Sci.. 20, 227-231. 1995). £ £ \zffi<D&&*T J\s(DT> t 

-DT'&ziFrmfflm (mm i mm) (D&mtp&mmmmM&Rh oogtt^ck^ 

frJIBlSftT^S C £*<f8^£*l(Yoshioka, K. FEBSLett., 372, 25-28, 19 
95) „ Rh o*<iSfflflS3ll&{CK-^.LT^^Ct*<^^$nT^^o 
— ft, #H3?«Bil&!tt (neuroblastoma) ^PC-1 2mffe%?<Dft&&$:<DMJt&lz 

t (Jalink. K. £>, J. Cell Biol., 126, 801-810, 1994)-f>, tt#IM&<D 38 IStt 

C 3f£^&3SKJ;^T|&^SnSC<»:(Zhang, D. £>, J. Cell Sci., 108, 2285- 
2292, 1995) R h o*<IBia<Z>JgiB^bti *>fli < B8# C i*<^$ 

C 3 ^^toStc<fc «9 L F A (leukocyte function-associated antigen) 

i s s 3 T 3 «ft*fl^jBl|lia©iili*<aiM$n5 C t*<*ft*ftTV4 (Yamamoto, 
M. £, Oncogene, 8. 1449-1455. 1993) Z.tfrk>. R h o l±T ? f- >*fflU&#*&& 
£/rLT©*flJJIS^#, iWJja^S^^J^I LTT*> . tti. c-f osilfe^Ofei: 
Sitf (Hill, C. S. Cell, 81, 1159-1170, 1995)> iS31!a©7EM&g|(Khosravi- 
Far, R. £>, Mol. Cell Biol., 15(11), 6443-6453, 1995) IZ -€-©B9-^tf<#g£- 

r h o tetmmm$kizm< m^-L-z^^c tfim^ztix^zadum, t. £, 

The EMB0 J. , 15(13), 3315. 1996) 0 
Ztz, Km? y hT-ltimm? «y hiJfctfcLT. Rh o *>«££KR h o 
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(D U^;l/*<±#Lt^li C <hd<4R£3tl(Niiro, N. £>, Biochem. Biophys. Res. 
Commun., 230, 356-359, 1997) , tHil^^fgWfficRho^.k^Rho 
*i--lfib<&<m5-i-ZZti)<. Sic, E^*J<fc^lE#^S:Pg^©^Ba 

U XSueoka, K. £>. Fertility & Sterility, 67(5) 799-811. 1997) li 
Rh o<wJ;0«tett£tt£C<tJ&<fc£ttTt,*MMorii, N. J. Biol. Chem. . 
267, 20921-20926. 1992) 0 

«©«il»lcjSI!<Bfl^LTfe*) s-|Bia*»ti*©«jB • IE». MVfc. 

ids. s»*5«fcrj f s«tin©»^i=a!<M#LT*jt). mmommmtteEMSi 
mmtmizm< m#ltv^ 0 l/c*<ot. Rh oo&ti^isttf-raiMiiRh 

L**U 3t£x Rh o£DfPffl£Pfl*T?££&©l*C 3 fMR*iJ:r/E D I NO* 

-3\ r h o zfti-zm m&mm&oTmzft M M t 15 R h ° ■ tf 
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&SE^,£x ISM^Is AIDS. §H4sJ:tf£fit!P©^ff=. #ffi*gl£, 

LTWfflTf&*^t*<fE«C^fiI1?*S (4#m§Hg 6 2 - 8 9 6 7 9f, 3 - 

2 1 8 3 5 6 ^, 4 _ 2 7 3 8 2 1 ^ x #08¥ 5 - 1 9 4 4 0 1 #&ff 

¥6 - 4 1 0 8 O^iO^WO 9 5 / 2 8 3 8 -7 W) 0 

5 (ttMRB 5 7 - 2 0 0 3 6 6^ #^HS 6 1 - 2 2 7 5 8 1 § S ftfflW- 2-2 
5 6 6 1 7f, 4#|$¥ 4 - 2 6 4 0 3 0f, #M¥ 6 - 5 6 6 6 8^ #&g3p. 6 
" 8 0 5 6 9^ #BfJ¥ 6 - 2 9 3 6 4 3 f, #0I§¥ 7 - 4 1 4 2 4 -^fej;^ 
ggsp 7-277979 -^) 0 

cnt>©— i&iC (i) ttiit (i i) T^$tis>fb^^R h 

M^HflFfflx MKfikttflK ftttttflMfcflrffl, tt»fMK IrtlfefiEftffl. fc£«J 

^> -ftmmmttmftm. msgmfemrtm. frmm&mftm. mm<omitmm^ 
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ffi±ttmZ^-?Z>Z-t*&\& U R h o*i---e®.mffli)<Kmt LTs tele, ffi 

mm. $.m?mm. nmmit&mmm. tamm, m&mm. &&$mm. se^ 
vmmfemm. stA i dsi, #&«fEteftx* iRi^«K. mme&mm. 

( 1 ) Rh o*i~~ tfPMMI*£*r*-*BEJK 0 

( 2 ) &iiiijE&fes&Hx sfc&fi&Mx BitiivmfpfMXx «amx. 
A^ftx. it a i Dsais nm&fetismm. mmmttsmm. mwm&mm* mm 

*£Rh o**--t?lfl*ai£^*r*-'£ES!So ' 
( 3 ) R h o*^-*'ia*^JO^0±©W^fi<i:S!imJifFSLo S^toSili:^^ 

(4) Rh o+^-'tfMffl^W-r-SttlKo 

(5) Rh o^^-- lfia*W*^W-rs»»rXo 
( 6 ) -flftjC ( I ) 

O Rb 

II I 

Ra — C N Rc (I) 

Ci$<K R a liit 
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R s 




(c) 



CjC (a) *5«ta' (b) 4>* RtiTk^s T;u*;u£ ?t JiJS-tlcg&gS-W LTl> 



N R 7 




(iCtfs R 6 (i*^ TiM^SfctiSC : -NR 8 N R 9 (CCTfR 8 , R e '« 
III— ^fcli^tto-CTk^ 7;l/*/K T5;U^7U*^:«7 i^;U^^-To ) 
U R 7 (ItK^. T/l/^/K T-5;U*;l/ N 7x-;K - haifc«->7;^$t ( 
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R J , R 4 tife]— ^fcti^^oTTK^. T*** % 7?;l/*;K ^ 
A l*5£ 

R'° 
I 

(CH 2 ) 1 (C) m (CH 2 ) n (e) 



1* -en 0 £Ac<* 1 ~ 3 <D "To ) ^^to 



8 



1 

o 

WO 98/06433 PCT/JP97/02793 



0 

II 

B-C— (f) 




(g) 



(h) 



(i) 
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Kn7 >J Jls&tzte 5 f-yi/- 3 -*#V- 2. 3, 4, 5 -f h?t KofJ 
5£ (c) ®«Ki-Mi^^/c(i-m^^^t-o 

5K#M^tft5R h o ^--tflS^aJo 

(7) r h o*i---e^mm-?z>miin.EEm. m^m. mmmmm, m&*s&vM 
tstis, (i) v>\t&®i. *om&&&±v/ittz\ l *%(Dnm±.n&znD*&ttiii\ 

t/tA i Dsi, nmrnrnfemm. mmmasmm. «&®tm&mm. mm^m. m 
^ (i) <Dit&®, *<om&teis£xt/-kt^**<onm±.&&-zti-o zmtimm. 
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(in -fifths; (in 



R 1 5 

(II) 



(iS*> R ,2 U7K^. ***fctt*»3£**U R"*<7j<Jfc©<i:£. Al k it St 
^2~6i©7;l'+U^*oT> J^&1~1 0flKDT7U*/K 7'J-;K 

;K R 1 5 (i7K# L < ttRXSfc 1 ~ 6 (DW.m t> L < «fe^*St5 7;^;k 



OR 16 




( j) 



NR" 

\ (k) 
N H R 1 8 

(:£*> R'\ R ,8 t*7k&*>L< tiS^»Cifi[«fif^Lr«*tt2'-4ffl©T^* 
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Ifcl&tfc 1 ~6<@OigMt i L< I»ti^tt5 7;l/+;l/t*5i\ £/;tiSWc 
(l 2) Rh o**--t?i;:fiB*-*ffiifiii£ffi. IfcDffix SSIila^iti. og£L &*e, 

fifts^ ( i i) <Dit^m. *<»&&fr&±v/ztz&z(D®m±${®zti-o zwitt 

»^fc«K»WSIS^&tt**J:Oa«$nSii>tt< ifc— (II) 

(i 4) (in (D<t&®. *<Dm&&is&v/-£tza*:<Dmm±v?®2 
(i 5). -«5C (id v>\t-km. *(Dm:&ftis&&/ttzte*:(Dnm±f?&z 
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(16) -fl&xt (III) 

Rb 

I 

N Rc' (III) 

(17) (i i i) <D\i&m. *(om i &.wi3&v/titz\,**:<Dnm±.mm- 
Xo 

(is) flsjiii£Ej£?&*si, 2*&se&*x. JBdm«r«i«f«. «a^«x. 

M^ftX. $t A I DSi, #*&Jgffite0X> Mt££HRXs Bttflg&#X. ¥ 

—nT&z-f&sx, din (bittern, j c(Dm&tt.i3£u : /i£tzte*:(D§nm±w? 

(19) (III) (Dil&m. fOIH4ftfei^/^/;(i^©iJI±«F§ 

$n-5*»ftinffi*Rho4 ! -^-4fifl*fflitLT#a6T<j:*±iE (3) is**® is 

(2 0) — din (Dit^rn. *<om&te*>x.zf/iztzkt j t<D®.m±.mig- 
ztio z>mttim&*<km-t z r h o ^^---ifpiwrstt^w-rsisxo 
(2 i) din (oittem. %(om&ft&£zf/£tzte*:<Dmm±^ 

r h o * *■ - -ezmw-t saiuo -c l ? zmmofemtto 
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(2 3) Rho*^ — -e&m^-f2>Ctlz£^TfemLo MMEl^ 

seME£> aids. #&tt&^ mmm. mmnmm. m.-*»*5J:c5s 
&s±ie (22) tciattoM^r&o 

(2 4) EIKWtcW«&»©x -fi&iS (I) lc<fcO£<*n§4t£«3 v *©J*tt(**s 
<£€»CJ«ic»IR«Mkfis &£e. %!££AU SMEI^ AIDS. # 
(2 5) g^ftlc^S©. -flSiC (II) Ci^^nS^^ *:<DJH£<* 

*> «t t « * ©«im±fp^ £ n •? s an*s «r mm *= -r s c t *^ 

aids. #aigjE. «hrse, &mis£zfg:tiiW<Dmm&&zfmitwm%k 

(2 6) gmttncws&s©. — «s:5j: din tc^^n-Mb^. *©«tt 

s. mMs.m, usiifliw^iSs mu ^rasssisrg. i&iiftiiubjs. au & 
m^i> asftfiK*, aids. ta*i, mmm. rnmmm. 

(2 7) Rh o+t-tf^PflftSCilC.t^TmLo £gt*©tegtffil§l£© 
g»i&©&©R h o ^--tflfi^SPJO&ffio 

(2 8) Rh o*^-H?£Pfl^i-£c:<hlcJ:o-rteSgL-? i^lfiiEEJm. 
Steffi. JgjfiLfiMffctt. "*IU *ffitt8ft*. ttKflMfcffi. ^. &8EgE.m. 
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laftSRAx aids, -wumm, mmm. mmmm. mm. s»*iicfs 
*s±§2 (27) iz.m&<z>Rho*i-—emwffl<o&mo 

(2 9) Rh o *^--fcrtCjgB^£ii&]iQffi£. JBs'IfIlW«&«g. Cmfcitf 

ds. mmm. m&tmw. mm, &mis&v&m9fHommi3j:vm 

lb«ft^&tt&l*^&£*R3tl£4>tt < £ 4>— ?I©gS.«l©te8tfflE2SS©e!!ii© 
A©. — *^ (I) *cJ:0*dn*<k^#j. *©Rtef**5J:a t /*fctt*©«ag 

o o) Rh o eicjBH-r-BUjftiEEffix ife&fig. Kiif«i, cm. ifes 
aids. ss^ee. mm. &m&£tf%:mm<Dmf£is£tfm 

fbM»J^&ttS#*>£»jR3n<S5l>tt < i t>— «©0I.&©?&S&MBE35I©S{&© 
&©. — «9:3; (I I) K«fc?)££ti£fl:-&%> *©«ttf«3J:tf/*fctt*©M 

(3D mleie. missis, cm, ^mstisf^ ftKs-fbffix 0. 

ifeffi. ftSKA, gB^BE^ AIDS. fl-fflfSffi. Mt£* JBf&figRt«x ^ 
<tfc— «©^B©te«&fflE!(S©i8i6©&©. — (Ill) tc«k*?*sn*-fb 
(3 2) Rho**— IfMJWs fc^tfSSRh o**— - ftlfllBESs 

»^sEs niAi*«tM. cm. 3MBMmK m^biEs 0. jfese. ftmrnm. 
gsM^ts aids. #ffiigffi. sb&£. mmmm. mm. s»*5«trfs 
»^©«^fc«ta f m'ib^^*>t,^si¥^t>s^$n-s'>^< <h b-mcom&co 

(33) -Has: (i) fc^o^^ns^t^. ^©^tt(*fc«kc>v*^{i^©®! 
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fe&gElU AIDS. *BEUflE* H&'«fe^S. 

(3 4) — CI I) K<fc ^SttS'fb^r'fck ^©ISttttfc 

mmwitfc, ft&mm. ££&&^«l a i ds\ ■wm.mm. ~msm.- 
(35) din ia^$ti5{t^ ^om^Jitf/tfca^ 

AIDS. #mf§£. flgUftfl&KtS. £»:fcJ:tf£ttl|i©«t:fcJ: 

Sf^ffl> ifcifeffif^ feSTOJfFffl. SBfcffiaSA&ftttffl. tftAIDSfEffl. 
ffl. *SIBIffi?g?S£tttffi. r^tfe&#flPffl(i. Rho*^— brffi^gte. IfllWSft&flF 
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Z> o 

z-i*. Amuse. siMmmm. iwjsu mmmmmm* mm. w>mmm. 

SBMil^ AIDS. HBfllOffi'fbHSfes #ffl«ffix 

#»9!©Rho**— fefiti, Rh o0/SMi:#^SWb$n5t 
U >*^--tf*:S£!*U ixICRoca (R O C K II ) . 

p. 16 0 ROCK (ROC/S. ROCK — I) feitf^Offe©* 'J 

si«> inns-emu^ u >/<ttej(ii#i, BSx *b§&. jffi& 

mu m&&m>^m.&'p&mw.mm*&m-ti>o 

'p^mmmmmmm. m^mm&. m^mmmmm. mnm&ikm&fc. mans, 
tefflmm., &tinmmm&.. mmmmmm. ^mmmm&. n&mi&m. mvtmm. 
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timm&m&. mmmmm. mmmam. m*tim. m&m. 
mmm. mm^m. mnm. ttmtpm. moo^m. -&tt©«#jt. 

mtmtamm. m.mm. vi&fcm, ft&wmm, &E.$L&m&tt$mm. oca i d 
sans leu, mitmmuk^m. ^mnm^mm, wm&mmm. mmm&m 

«x.«cne»©^<»©a[itttStt'»K («5**u2f > k) 

teR h o**---tr©a*RffJtt5 V KtLTS3l±*fflT*So Ltzib<^ 
t, Rho 4=-^ — -t?PfllF3fflT?£> 5— ftft^ (I) 4o<fcO'— «CA (II) <Dit&Va& 
ct^-en^©^^ Stt^05y*U^>K9) (is Rhofci 

C5Rh ©^^-^^^^^^^©^ISI^cnt.©^^^^*©^^.!: Lt 

(i) fc<to'— flftf: (in X'fr^tizit&wmf k>tiz>o 
*wm&4>., — »s; (i) ©&ig^©5£^te&©i§o-e&So 

R. R' tc:fcttS7;u*;l/<hl*lfc*#l - 1 0 <l©tt«8tt£ ^te#t£0M*©T 

;K m 2^^^ /i/. *3tt-7f-vK "Of-vK 's+WK "s"7*A** Jrtl-iv^ 

R, R l I: ^ 1^5 •> ^ n 7 ^ i (i •> ^ d y a k* ;k ->?o:/f-7K •> ? a 

l 8 
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3 ~ 7 m<D is i? a T Jls*J\s-?<lr> % ^ TJl*JlsgHfrl%%&l ~ 6 ©CDiS^* « 
•^tttt?K©T^+^ C^f'-'K i^^K ^nh*>fl/, ^vynf;k ^> 

^n^^f f /K >^D7 , Ph , ^xf;K i/ ? p^:>^-;Ujr.^7i/ N >^n^ 

Arfn fc'yK ^ D^+•>;^^D t , ;K •> ? n'v^-yi/T'n tVK ? n y o t* 
;l/:7~^K > 9 vo + jisy+ju^ •/^D'\4 : ^;i/ - /f ;k ! y u^-f^j^-f^- 
■ R. R' tc *5 * T 5 >u*/l/ T;U*;UgB£ LT^S 1 ~4®<D7;P* 
^ttSfcOtiot, 'O^yK 1 -7x-;l/xf 2 - 7 jl — ;l/aLf-;K 

R. R' tC:fctf£3g±{::©&g^^LT^Tk«U^>? uT;l/*/K i/^nT 

■7.y^ s 37|) ^ TJly^rJU (R, R' If & TJV^rJU t . TJl=J^'> 

(m%$k 1 ~6®CDii:ig^4>L< li^^®7;l/3 + ^-C*ot, ^ b*^, 

-^h*^. t*oj|5+s/ % -fyyo^ + A :/h*>. ^77"h + ->, gS2&:/> 

^ 3 WiZf V * is , sOrJlsjTlri/^ ^drisfrj-lrism&Trffo ) . 75/1/ 
(R, R' {c*5^ST^7U^yl/il«J^) , ad7*+* (R, R' fc&^T 

i?7 fojrv * h U -7;l/^-o^ ^/i/ N 2, 2, 2 - h iJ7;Knxf;K 2, 

2. 3, 3, 3-^>^.7;PtD7"Dt'W^t 0 ) , - hn, 7U, >T 

a 7-; vmfr&if z>nz 0 

1 9 
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y i^—yi/, t"^ »J i?y , l - t°^v ;K *)i>* u y „ f-*- -tyi/* 'jy, l - 
2, 3-yt KDf7'/-;i/-3--f;i/^<jfj^$nso ifcs 

yU-iiR, R' JC^J^T^Ljt tO<hl5]^"t:*«5>o 

R 3 , R 4 tc&tf^py > N t^u^k r;i/3#->. T-^i^uteR, r' 
ic*s u t> o £ mmx& £ 0 

R 3 , R 4 i:*J(U7 i^U^teJ^^ ~6 m<DTJl>t> J 4 A< (T-te + JV, -f 

y >r;i/SPA<K^»2~4<@cr>7 i^;i/7;i/*; -f ju c? ^—jur-b^-jv^ 7 *.=. 

R 3 , R 4 i:t(^7;l/+;l/7;y<!:tis 7-rt/*/uaBfc:flt*tt 1 — 6 flotttt 
tt4fcli»tt«tt07;l'*A'4tt57^^7 $ y ^/U7 ~ y. 

ywr ^ y n^^^"o 

R 3 . R 4 \Z.*S\1 is )VT I J tit, Ti/)Vt LTJ^&& 2 ~ 6 <@£>7 ;l/*7 

y-r;K ^/:ii7^ y >r Ataw&ftft 2 — 4 i®7 *— ;i/7;i/* y 

^f';/l/7i;, ^'l/'j;l/7;;v k^D^;l/7;A ^ > */W 5 y * 7 x 

r 3 , r 4 ^*$vz>t k^-k^* t\t, T^^i/W^jR*** i — emcomMik 

2 0 
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^^U^*. SfS 3 ij»7*^;l/?-;*-. "Of-;!/*-*, 's+y^ft^^/Tto 

©T^^yl/^rW^ST^^+yl/^-W^S t©T*oT> ^>£^M-**>> 1.-7 
x-;Uxf-;l/^4-^ 2 - 7 i^xf ^^-z, 3-7i-;PyDfW+-A 

- ^ :/ * j\s * ^ £ 7K -r o 

R 3 , R 4 i:fctn7;i/3 + ->^yut:^;i/i«, T/Un * ->95{c^3t& l ~ 6 
;K 7*h + v^^^>»K 'f77'l'*->*;i/**-;K £S 2 h^riyfjJUTH— ;K 
R 3 . R 4 izisti&TJUJ-juijju^^^jistte, 1 ~ 4 <i©T^^yUT 

R s ZTJl<=t*is titR, R' tZ&lf&TJl'^lristmm'C&Zo 

2 1 



WO 98/06433 



PCT/JP97/02793 



■To 

r 6 (c*3^^T;u+;KiR, R' !C:fct?£T;u*>'U<h[5)&"e£>£o £/c R 8 s 
R 9 jc&U-ST^A'teR, R 1 lzisV2>TJl<*Jl<tm&-C*&iO, R 8 x R 9 

R 7 fCfcttST^'WiR, R' iC&ttST^+A^I^T*^ R 7 Kfctt 

, u _ 2 -^/w f 77-^- 2 — -y ^ s -a— 2 ->r ;k i ^v* u >- 

2-^yK 3, 4, 5, 6-fh7bFnt'jy>-2-'f^ 3, 4, 5, 6- 
fh7tKof'J;y>-2-^;k 1, 3 - U 2 - <f ;W 1, 3- 

f77iJ>-2--f^i/:(i^Dy>, T;U3wK Trt/3*i/. ^oT^+;k 
- ha, T^y. 7x-;K 77MWlM^Lt^TfcJ:^07^ 
c p./-.^- 2 ^>7f7 7-^-2-^W ^y*/***"/— A/- 2 - 

2 2 
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R'\ R"i:fclUt Kn4->7;l/+;Pifi, 1 ~ 6 ®<DUmiK$. tzlt 

<>7ubVK 4-bKD + ->yfW^btl5e R'\ R"{c*5(tST;U^ 
;H*R, R' (C^tt^T^^/l/ilSJ^^t). R'\ R"i:i5l^^D7W, 
T^3+->^;l/^yKiR, R' (Cfe^T^L^t>©<h|5]^T**3. R'\ R" 
WiU75;^;HiR, R' i:fc^577yi/+;i'<!:^T*5 0 R ,0 £R"rt< 
L-CBf&i-Z > f D7;i/+;i/tR, R ' tcHsttS > £ o 77U+;l/titT* 

•S o 

LfC&fj-ST/l/^HiR, R' (wfettST^^^if^^-Cf^^o 

)V*)^Ti;frW.$kLtzis<D-Z:ir>K). tz tsLlfT i J * 2-7Uxf 
l-7;;xf;K 3 - 7iy7n tVU, 4 — T ^ y Zff-JU^ 5-7;M 
6-7;M+i/;t/^Wf,n5o 
Ld&tfS^-y • ^7^;l/7i;7;l/+;l/<!:tt, J^3fc& 1 — 4 ^CDTyl^A- 
Ttyifcli^lilS^^i^^moT, ^f^7;;^f;K i^y 
^^7i//f;k xf;P7;;^f/k v'i^/UT S y y ^l/. 

yy^;K i?-fu ^/i/7;;yf;K ^^wu^f 

Wl(D7 ')V*fr\zi3Ji"<*'< Jl,i>i m&Ltz&CD-C&tO^ tZ.t?Ltitl)i»<*:J fry =f- 
2 - #;U'<;e-f yPi^K l -^;l//<t-r;l/xf;K 3 - *7 /U/n'^e- n 
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fc*;K 4-7^;K; K7f;k 5 - 7 * 7l/*f * K 
BlC&tf 5 T;t/ R. R 1 (CfcttST/Urr^i^l^-trifeSo 

2 4 
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2 IflS&T' h + -o^,^ 

Q 3 Ci5iU7;i/3 + -/iiR, r 1 {c*j^-5T;un^-><h|ni^T*^o 

y^u>. MJ^f ^ntl/^ 7^h^ 

y (c*3(t zTj\sT-u>t itmmm. 2-6 ^lismijmeDT jut 

Rb IZiSti ZTJU^JbtttR, R 1 {C*jttST;l/*;Ut|^^-e*So 
Rb lc^{t5 75;u+;l/<!:{iR, R' {cfctf Z>T ? 2> 0 
Rb JCifctfST ^ y 7;l/+;l/iliLt:i5(^7; y T JU*-)UtmmX"$>2>o 
Rb (CfctfS^-y • ^T^4^T ^ J T/ls*JUtl*LlZiSlf2>*:y • ^T;P* 
JUT i J TJH-JUtmm-Z&Zc 

Rc mmoms, eyy 

(i-H-fao C2, 3-b) fc*>Ji?>. lH-h'na C3, 2-bD f 

u i? lH-t'nu c 3 , 4 - b ) t* y ^ % t*5 «/o tr y : j > ( i h - 

t'^'/n C3, 4-b) If'JJ?^ lH-t7'/n (4, 3-b) fcT U 2> % 

^r/k-^>(iH-^y«/(4, 5 - b) try >^go % eoo try * 

^(IH-fnn C 2 , 3-d) f'J^>, lH-fou [3. 2 - d) f 
y $ ^ lH-fnD C 3 , 4 - d ) t'V i if >Wj . t'7'/a t* y i i? y 
(1H-^7'/d C3, 4-d) tfy«S?> % f-5;/n CI. 5 -a) fcf «J = 
>\ 1 H - t°5 Vu C 4 , 3 - d ) \£V ii? >m , -f;^7f'J;y> 
7V il, 2 -a) b? lH-^^'/ (4, 5-d) t''J;^>f), 
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foe HJ7^> (ton (1, 2 - a ] - 1 , 3 . 5 — h U T fan 
C2, l-f)-l, 2, 4-h'J7-;», t'7 l /oh'J7^> (t*77a 
CI. 5 - a ) -1. 3, 5 - h !) 7 y . h l J7 , /nt?'Ji?> ( 1 H — 1 , 
2, S-hUT'/B (4, 5-b) h'JT'/Dlf'J 5i>> (1, 

2, 4-hVTVn Cl, 5 -a] b° V * S? V. 1, 2. 4-h'/77o C4, 
3 -a) f'J^^ 1H-1, 2. 3-h'J77n C4, 5-d) b° "J ; > 

. y +^7>j >x +y u try Ktry (tru k C2. 3 - 

c] f>J^i?>^) N b'J Kb°^i>> (f »J K C2. 3-b) b*-5*y^) N t" 

y k b* y * y > ( f y k c 2 , 3 - d ] f y s 9 t* v k c 3 , 2 - d ) t* y 

= i>>t£) , fcTU i Kb* V ; y> ( b" y ; F C 4 , 5-d) b* y i ^ b* U * 
K C 5 , 4 - d ) b° y ^ V >m) x k^^/f'Jv^V (b'5^; [ 2 . 3 - d 3 

b y = : j , t7fiji»(i, 8 - f ? f y ^ N fh77of'j; 

y> (rh77n C 1 . 5 - a] f'J; i* ^30 % fx; f'J >>> (fx; C2, 
3 - b 3 f'jy >30 ^ fx;h''J;^y (fi; C 2 . 3 - d ] tf y S V >m) . 
f77nf'jy> (f77n [4, 5-b] b*'J^>. f77o C5, 4-b) b° 
'J S> >30 N f 7 7ne>J * y> (f7 7o C 4 , 5 - d ] b* U 5 ^ f 7V 
a C5, 4 -d) try ^ ^ m7nh''J o C4, 5 - 

b) b° 'J y **-*7'n C5, 4-b) f'J^yf) , t + f/ofj ; y> 
(**-*V"o C4. 5-d) b° y i v> '/n C5, 4 - d ) b* «J * 5? > 

3§0 . 7nf'J^> (7n C 2 , 3 - b ) b* 'J : J 7 o C 3 , 2 - b 3 b° y 

. 7Df'J;-;>( 7n C2, 3-d) t>J;y>, 7a C3, 2 - d ) 
fiJ;-;>^) , 2, 3-ytKofnnk , 'jy> (2, 3-^bKn-lH- 
b'on C2. 3-b) tf»J5>>, 2, 3— i^b K a — 1 H — b* n a C3, 2-b) 
b° y s? s 2 , 3 — V s b K a b" u a b* y 5 ^ > ( 2 , 3-^tFn-lH- 
b° a a C2, 3-d) fcf y S V > N 2. 3-^bKn-lH-t'an C 3 , 2 - 

d) e'Ji^yf) , 5. 6, 7, 8-f h7tKofV K (2, 3-d) b*y 

5. 6. 7, 8-fh7bKo-l, 8-t7f'J^^ 5, 6, 7, 

2 6 



WO 98/06433 



PCT/JP97/02793 



i^t KD-2-t+V^DneiJi>>, 2, h'o-2, 

ODf'J^, 7, 8-^tFo-7-^y-l, 8-t7f y?>, 5, 6, 

7, 8-fh7k Kp-7-t^V-l, B-^7f!)y >^k^£;flSo 

.x.^;K iF + ->7nt^f) N B&g£W Lt fc<fc ^ t i> J !£©gg| 

*W«B#*. — AS:5£ (II) ©^-ie^-o^(i2>:tDjlt)T*So 

R'\ R ,s i:*5yS7';-/l/i(l 7xz;k f-rt^£jF*- 0 

R' 4 , R ,5 ^*JeST5;U*yi/<h(iR, R l icfctfST^l'+yl/ciif^-e&So 

R ' 3 1 R ' 4 a<£^lcftttiS6- L 4 ®\&TV> T Jl<* V > t \t * T V > N 

bv**y>* 7"ofi/>, fh7^fi/ ^m$:^o 

R ' 3 £ R ' 4 *<S ^ L /cl£&Sfc 4 IfiiT©7 i:g^t s 

2 7 
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&m$kWL i - 6 ior^^i i*. i - 6 ®(DW.mt>L < 

*««sm* y y *$*^-a- 0 

R"iR 'Uz1sVZK^izmmi&&L-C8tm& 2 ~ 4 <icDT;u* u > t (*> i 
f - P V . h U X f - V > v 7 n t" U > . fhr/f V i^f*^ i~ o 

A 1 kK&itSJ^&t^ ~ G ®(DT > Is h'^f l/X 7° 

A l k(C*5^<5j^^«J[2~6®©T-»U^U'>CDH^S'C*^j^^» l — 6 ®<D 
TJ\s*J\s, J^aS£fcl~l 0m<DTJl'*rJ\,tl*R ,3 <DbCDtmmX~&2>o 
A I ktZ&lf Zmn&L2 ~~ S ®(DT >(DW&&-?$>Z>T V — ;U N 

^ i: (i R ' 4 CD 4> O i Isl^T'* o 

(i) ■r^^tLS'fb^T^oT. m<*6*j{-{is fl^t^^tf 5: 

So 

(1) 4- ( 2 - f y S^rtr/l^** AO b°^U^> 

(2) i -sOiSjisj-J-istuutf—ju- 4 - (4 - tf'J yyu*^<*-f AO t*^ 

(3) i a>- 4 - (4 - try s^i/t^i//**^ yi/) e^>jy> 

(4) l-^u tfyu- 4 - ( 4 - try s>a/*/w<*-ou) t e ^y^> 

(5) [3- (2-,<2-fxji;i/yf;|/) 7jy + -» - 2-tKa4r>yn 
tf/tO - 4 - (4-f'J i^l/rt ;W<*>f yl/) h*^ U > 

( 6 ) 4 - ( 4 - t* y i? JVJi J\"<* -Y ;W) fc° ^ «J > 

2 8 
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(7) 1 -s<>i?Jl>- 4 - (4 -f'J 5?7l/fc;l//<*-f yU) - 1. 2, 5, 6 --r 
( 8 ) 3 - ( 4 - b° 'J ^ yi/* >f ;l/) V V y 

O) i-K>^yu-3- (4 - 1° y ^yu^yu/N'^-ryu) e^y^> 

(10) 1 — C 2 — C 4 -^^i?;Pt+i/7i y - 4 - (N - 

( 2 - tf y -N-'O^yu^yu/N*^^^) eyy> 

(l l ) 1 - $ 4 - ( 4 - t° y v^u*/ ;i//<^e -y ao t"^ y s; > 

(i 2 ) 4 - ( 3 - £ y y >v/<*-f ;u) y > 

(13) 1 -f 77° n fc'yi/- 4 - ( 4 - f y i?)Vii)\>'<*:'( ;l/) tr^ y > 

( i 4 ) 2 _ / r ju— 4 - ( 4 - a y : J)Vii jw<*<< yi/) e-^y ^ > 

(15) 1 -'\^«>;l/- 4 - ( 4 - fcf 'J ^/l/ft/l"^^ AO t*^y^> 

(16) 1 -'O v>;U- 4 - ( 4 - £ y ^A>*7 A'/^f A>) tX"j>;y 

(17) 1- (2-7i^xf;|/) - 4 - (4 -h*'J ^7U*7;l//<*-r AO 

(18) 1 - (2 - (4 h^r-yy i— ;U) jr.*- AO - 4 - (4 - f'J S^A/*/ 

A/'<*-r ao tf^y >>> 

(19) 1- (2 - (4-^*->7 X.—JU) jt.*a,) - A - (2-t»Ji?yl/* 
;i//<tff;i/) y > 

(20) 1- (2 - (4-^od7 ;U) :z.*A0 - 4 - ( 4 — t* y i? )\sjj Jis 

(21) i -^^i— a^^-a/- 4 - ( 2 - try ^a-^ A"<*>r ;u) y : j > 

(22) 1- [2 - (4 - (5 *Jl>- 3 -3f*y- 2, 3, 4, 5-fh7 

t Kb try yjy- 6 --r a) :7i^;io jt.*ao - 4- ( 2 - tr y s^a/xtA'/* 
^ AO tr^y ^ > 

(23) 1 - ( 4 - ( 4 , 5-ykKo-2-7«J;l/) 7x —AO - 4 - ( 4 - 
fc° y s^'/i/* A"<* >f AO 

(2 4) l- (2--hn7x-;i/) - 4- (4 - try 5>**A"<*-f ao 

2 9 
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i; y y 

(25) l - (2 —t i J -j /i0 - 4 - (4 - t° y s*A//;A//<*-f AO 
y > 

(2 6) i --nf ; -<a- 4 - (4-e'j^;i/*;i/A'*'f;i/) tr^y^> 

(2 7) i ->r v—n^j jA,- 4 - e^yy> 

(28) 1 - ( 3 , 4 , h^i/^y^Jl/) - 4- (4-f;^;V* 

jw<^^( ao tr^ y ^ > 

(2 9) l-7tf;P-4- (4-e»jy^**/<*'f/i/) tf<ys>> 
(30) 1- (3 - (4-7 A* u < > W AO ^ a b' A) - 4 - (4-f'J^ 
ArtA/s'^HT A) fc*^U ^> 

( 3 1)1- (3 - (4-7 A* p ^ y W A) 7p b* A) - 4 - ( 2 - tr y 
a # a/ < * -r a) t*^ y > 

(32)1- ( 1 - ( 4 — h K n V-Y A) A) - 4 - 

a*7 a^<* a) b^ y v > 

(3 3) 1 - ( 1 - (4 -O i^A) - 4 - (2 -b° 

y 'J foil ;w<*w A) b^ y i> > 

(3 4) 1- (2 - ( 4 — b KB*'>7xy* f /) A) - 4- (2-t'jy 
A# A/<* >f A) £ ^ y y > 
(3 5) 1 - (4 - (4 - 7WD7i-;l/) - 4 - t Ko^i/7f;P) - 4 - 

( 4 - 1? y 'Jjvti vw<*-r a) y ^ > 

(3 6) 1- ( 1 - * ^ A- 2 - ( 4 - t K d ^ 7 * — A) - 2-tKo*-> 
j.^;iO - 4 - ( 2 - e y i?A/*/p/<*-f A) b^ y ^ > 
(3 7) i - •> ^ a- 4 - (2 - 1* y s>A/*/u><*-f ;i0 f^y^> 

(3 8) 1- ( 2 — b K o + ^ - 3 — 7 s. J *i-i/"fVi b* AO - 4 - (4-h"'J^ 

a^a/*^ AO e^y^> 

(3 9) 1- (2-tFn + ->-3-7x;*->7'D b' A) - 4 - ( 3 - b" »J y 
A# A/<* 'f A) b'^ y > 

3 0 
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(4 0) 1- (2-hFD + ->-3-7i;+^D b';U) - 4 - (2-hf'Ji? 

(4 1 ) 1 - ( 2 - 7 i-;l/xf;i/) - 4- CN- (2-fcT'j 5>A0 - N- ( 2 

- (N, N-^^f;l/7;;) x.*)V) a;W<*>Ol/| t°^»J^> 

(4 2) 1 -s<>i?JU*lri/JjjUtf—jl,- 4 - (2 - h*»J ^;l/^7U/<^^;i/) f 

^ U ^ > 

(4 3) 1- (3-^dd7 x— ;U) #;l^<-£-^ 4 - ( 4 - hf U ^/l/^/W* 
-fc ;U) U : J > 

(4 4) 1 - CN — (2 -h°U y^U) — N — ( 2 — (N, y) 

(4 5) 1 4 - (4 -try yyl/rt;l//<*-Ol/) - 1, 2. 5. 6 - -f- 

h 5 t K n tf 'J ^ > 

(4 6) 1 -— >r 3 - (4 - try yA/tuwe'f m tr^y^> 

(47) 1 - ( 2 - (4 -7^DO'/^yp) :n*-;l/) - 4 - ( 4 — b* «J 

•b ji" < e ;u) y ^ > 

(48) 1- (6-^oo-2-^ i y V [ 1 , 2 - a ] tr y > - 3 - 
^7>>i/^:^;u) - 4 - (4 - t*y ^^^^vs'^e^yi/) t*^y 

(4 9) 1 - (4 -— h n^>^yu) - 4 - (4 - try i>;p/7/i>/<*-f )i>) b°^ 
y i? > 

(5 0) 1 -^.^>JU- 4 - ( 4 - b* 'J i?J\sjjjW<^>f 

(51) 1 -^^iSjlsJrlrisrtJlstf—jU- 4 - (2-^DO-4-t*y S>/l/rt A/ 

(52) 4 - ( 2 - ^ n n - 4 - f y i^;t/*7 ;1/'<*>T ;U) b°^ U y > 

(53) 1- (2-^0 oxnf; /i/) - 4 - ( 4 - h' y i^Urt/l//**-* /u) 
b*^ y : J y 

(54) 3 - (2-^on-4-t°y : J)Vt> jW<*-< ;U) b'^ U : J y 

(55) 1- (4-^^;i/>r^ vzff-jv) - 4 - u - try 5>/uayi//<*-ryio 
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t*^ y y > 

(56) l-(3, 5 - v^f 3 4 - t Kn + •/ >f - 4 - 

( 4 - t° u v> ;u*7 A/'<** ;iO y s> ^ 

(5 7) \ -iifr'**:'! )V/ =f-)V- I - ( 4 - tf»J i^U -OlO h'^ 'J y 

y 

(5 8) 1 + 4/- 4 - (5 -— ha- 2 - £ y S^l/ft;!/ 

(5 9) 4- ( 5 -— h o - 2 - h° y v'/U^ ;U^<^-f ;U) tf^yyy 

(6 0) >X- 4 -^ls~J)\s**r^il)\stf*-*x Y *=i-)\>- 1 - ( 4 - tf »J 

(6 1) h5>X-4-7;; 1 - (4 - t°U v^l/rt -f/10 ? 

(6 2) h5>X-4-*^A7; ( 4 - £ U v^rt ;W<* -f /W 

(6 3) h7VX- 4 -*J*f-A/T I J Mf-fr- l - (4 - fU i^U* ;l/><*-f 
;l/) a'\*1f> 
(6 4) N-Oy'Jf^- f- ^ > X - ( 4 - f >J S>Jl/;fr /V) y^cr^ 

(6 5) h-5 >X- 4 ^u- l - (4 -b*U 2> JVij Jl"<* <Y 

;U) >>^a^s^-^> 

(6 6) h ^ >x- 4 --f v^d tr>»uT ^ y ^ i - ( 4 - f y ^/i/*7;u/< 
(6 7) h^>x-4 ^ y / =f-)v- i - (4 - try vns-h)\s>< 

(6 8) O's* Wl/T I J / *-A>- l - ( 4 - tf U V )\t 

(6 9) h5>x-4-'<>y^*+'>*Aj|!+*5 K-i- (4 - tr-y-^yi/* 

3 2 
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JW<*.4 As) > 9 D s\*rD- > 

(70) h7>X-4-7iy-l - ( 4 - tf V i? JW<* 4 ;U) ? o 'V* 

(71) >x- 4 - ( i — t $ ;xf;i/) - i - (4 - try sm^a^*^ 

yb) >>^o^^1f> 

(7 2) F5>x-4 -y = yy^-;i/-->x-2-y^yb- I - (4-f'J^yl/ 
#;l"<-fc>Ol/) o'x 

(7 3) ( + ) -h^>x-4- ( l -0-^;l/3i-^>>^/P^+-tf = K7o tVlO 

- i - is? D^+t^^yi/t^ls 

(7 4) ( + ) — h^>x-4- ( r - ^ > ^ /i/t ^ •> * 1 v n b'^) 
-1- ( 4 - fc° »J ;b) i/^p^4--y-> 

(75) (-) - h-5 4 - ( 1 S b'Zfa bVl/) 

- 1 - (4 - tf U yyI/*^//<*-f ;U) v/^D^^r-b-V 

(7 6) (+) - h7>7-4 - (l-Tiy^ntvi/) - i- (4-tryy^ 

fjiW<^^ ^ is 9 u^^-^ris 

(77) (-) - h7>Z-4 - (1 -7; J A/~) -1- {4-\fVisJU 
27 -Ol/) > ? a ^ "9" > 

(78) (-) - h 5 >x- 4 - ( l 5?7M-*->;fr,/MC*if- $ K^?-;i/) 
-1- ( 4 - t* y S^/l/Xr^/<*>f -/l/) n'v+lJ-^ 

(7 9) ( + ) -h-5>X-4- ( 1 -/O^A/'^-4-'>*^U»K4r* S K^^U) 
-1- ( 4 - fcf y v^U^/l/^^-f ;U) o's^-tf-y 

(8 0) ( + ) - h5 >X- 4 - (l-7i; ^7^^) - 1 - (4 - t°y i'/Urt 
;l//<^-f/l/) -> ^ a ^\ 4- -»f > 
(81) (-) - h "5 >X- 4 - ( 1 — T 5 /xfyl') - 1 - ( 4 - k?y i?/l/*> 

(8 2) h7>X-4 - (4 on'<>'/-OU) T^/^^yU-l- ( 4 - fc: 
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(8 3) F5y^-4-7 i - ( 2 - fj i?;^;k<t-f;i') 

(8 4) h-5 4 -^i/y^*4rS/*^«K4-9-5 K^^U- 1 - ( 2 - fcf U 

ifj]/ijjl"<*:<< ;U) •>?P's4--9-> 

(8 5) 4 - > W $ y ^ t^P- 1 - ( 4 — fc? 'J s>A/*;u/<*-f d>) 

(8 6) h7>X- 4 - (N-'O^-N-^;!/?^) (4 

(8 7) h7>X-4-7i^ t^U- 1 - ( 3 - tr U y;l/*7l//<*-f -rt/) 
a ^4- If > 

(8 8) h 5 ^X- 4 — T i y y 1 - C (3 - t Kn*J/-"2 - £ U S>A0 

(8 9) h -5 4 -'<**s i j)\,-X*c t yh)\s1i*4y £ K> tVI/- 1 - ( 3 - b° U 

(9 0) h5 >x- 4 -^^a**-^^*:*--^ bV^A— 1 - C (3 
>'J)VHr^ is- 2 - tf'J 5>A0 AO >^a^+1f> 

(9 1) h7 >X- 4 -7*A/-T ^ FVt^A/- 1 - (4 — tf U yyU*/b/<*>f AO 

(9 2) >X- 4 -^^A^+^rtA/*:*-* ~ Y/f-JV- 1 - (3 - y + 
A- 4 - f y >?A/*7 AA-tW A) •> ? a > 

(9 3) h7>X-4-TU^ f-A- 1 - (3 -jt^jl- 4 - t*U i>A'*Jl"< 
*-TA0 *> ? o^4-fr> 

(9 4) 4- (b7VX-4-^>yyl/t+->*;l/t:+t; hVf^y^D^ 
*>A/*A/*I?— AO Tiy-2, 6-^^f;Pf'Ji?>-N-t + '>K 

(9 5) 4 - ( h -5 4 — T i J / *f-)V : s 9 A/ft AoH—AO- 7^7 

-2, 6-^yf^t'J^>-N-**S/K 

(9 6) h7>x-4-7;;^f;i/- l - (2->f-;i/-4-t'jy;v*;i"< 

3 4 



WO 98/06433 



PCT/JP97/02793 



(97) >X- 4 - ( 1 -^>>*yM-*>>;*7yl/ ; - 1 - 

(4-f'J^;^;l//^-f;p) >?w\*D-y 

(9 8) h ^ >X- 4 - (1-7U-1 f-yl/if-yP) - 1 - ( 4 _ f \) :j 

(9 9) h7>X-4 - (2-7;; .x^yl,) - 1 - (4 -f'J >>yU77 yl//<^ 
yl/) i/^o^ + t^ 

(100) h7>7-4 - (2-7U-1 f-;i/ji-^yp) - 1 - (4 - try 

: J J\yii [Jl"<*>( yl/) •✓^n'v.^-tf-:^ 

( 10 1 ) h 3 >X- 4 — (1-7; 77*0 fcfyU) — 1 - ( 4 - £ U iSjl>tt/Us< 
^--f yU)~ £✓ ? u'x^-tf- > 

(102) h7>7-4-7;yy ^yl/- h7>7-l ^-yb- 1 - ( 4 - t* 
U VU/<* -f yl/) •> ? d ^4- if > 

(10 3) h ^ 4 -O-^yUT ;;y ^yp- >X- 2 - / ^ ;b - 1 - (4 

(104) b3 yTs- 4 - ( 1 if 5 K— 1 ^yi/i 

^yU) -1- (4 - fcf'J i?yl/77yp/<-t^;l/) >^n/s^1f> 
(10 5) h7 >X- 4 -^>i>;l/5f-*^77;l/*-^iJ- $ ^yb- 1 - (N-> 
f-yu- 4 - t? U s^sl/ft /!//<« 4 sio ->^n^\^-9-> 

(10 6) h -5 >X - 4 - ( 1 -T-fcr* = K— 1 ^yU^c^yU) - 1 - (4 - 
fcTU i>y1/rt/V'<*-OI/) •> ? o * -9- > 

(1 0 7) K 5> > X - N - (6-T;y-4-t°U;^yi/) - A - T IJ / 
i/>7 O'S^r-tf-^rtyl/rf-C^IJ- i K 

(10 8) h -5 >X-N- (lH-fBD (2, 3-b) t*U >- 4 ->fyl/) 
- 4 -T ; y p< f-yl/>^ D^s^-^y^yPjK^-^ $ K 

( 1 0 9) ■ ( + ) - h7>7-N- (lH-h'nn [2, 3-b] h'V^>-4 
-'f yW - 4- (1-75; J^yi/) o * -9- v 77 yu « k 
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(110) h 5 >X - N- (lH-tfoo [2. 3 - b J fcf »J V s - 4 - -i AO 
-4 - ( 1 - 7 ; y - 1 •> ? a^*-* >*7;l/,l-:*-y- S K 

(1 1 1) h5>7-N- (lH-h^'/o C3, 4-b) bf U i> > - 4 ->f AO 

— 4 — 7 i / /• *-A/->? D^^lf i K 

(112) ( + ) - b^VX-N- (lH-b'^'/o (3, 4 -b) f»J^>- 
4 ->f AO - 4- (1-75 >>? n jl/tflr-V- = K 

(1 1 3)' h5>X-N- (1 H-^'/p C3, 4 -b) £ U 4 AO 

-4 - (l-7;;-l ^-A/JCf-yl,) ? o 'x*-* > ij Jl/tf*--* i K 

(114) ( + ) - h -5 >X-N- (2-7;;-4-f'J >*A0 - 4 - ( 1 - 
7;/xf;l/) > t? v\3f-*)- >Jj JU i K 

(115) h7>7-N- (lH-k'7 l /o (3, 4 - d) tfU5y>-4--f 
;U) - 4-7;^ *-A* s s9 n^s*-* >#;l/***-y- i K 

(1 16) ( + ) -h^^X-N- (lH-f7'/D C3, 4-dJ f'J 

- 4 - >f/tO - 4- (1 -7 5 ;xf;P) >^ i/^yU^K** i K 
(117) h-5 ^X-N- ( 1 H - t* -5 "/ n (3. 4 - d ) b* ') = s Jy- 4 

;U) - 4- ( 1 - 7 ; > - 1 - ^ ^;uai^;l>) ^ ? n ^^r+f- ^ K 
(1 18) h > X - N - ( 4 - hT U 5 — ^/) -4-7;;/f^->^ o 

(i 19) h > x - n — ( 3 - t 5 v - 4 - £ y s?ao - 4 - 7 i y y ^;w> 

? n'x^-y-^rtA'*;*-* i K 

(120) h 5 N - ( 7 H - -f 5 *V ( 4 , 5-d) fcf 'J 5 : J >- 6 - -f 

AO - 4 -7 ; y ^ f->-> ^ n^+t >*;U#*t i f 

(12 1) h7>X-N- (3H-1, 2, 3 - b'j 7 Vn [ 4 . 5 - d ) f'J 
;-^>-7 AO - 4-7?yy Tfris t I K 

(122) h7>^-N- (1 -"OS* A/- 1 H-b'^yo C 3 , 4 - b J fcf 'J 
- 4 -<< JV) - 4-7;yy f-/U>? n ^ * y ;l/ -9- i K 

(12 3) b 5 > X - N - ( 1 H - 5 - fcf 5 »/ 'J AO - 4- 7;;yf;l/'>?n 
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(12 4) >X-N- (lH-f5'/D [3. 4 - b) h? 'J 4 - >OP) 

- 4 -T i J / =f-)V : st v\*-V->t>Jl#*-9- i K 

(12 5) h^>X-N-(4-t'«J ^i?.=.;U) - 4 - 7 ; 7 ^ ^ + 
-y->*7 5 K 

(12 6) h7>X-N- (7H-fnn C2, 3-d) t'J ; ^>-4-f;l/) 
-4 -.7 5 S 9 a^WsjjA/tf*-**. F 

(12 7) h-7>X-N- (2-7;/-4-t''J^;i/) -4-75./;<?-;t/-> 
(12 8) h5>X-N- (^i/ (2. 3-d) fcf U i S? >- 4 -<;U) -4 
(12 9) h-5>X-N- (5-y^;P- 1, 2, 4 - h 'JTVo Cl. 5 - a) 

\£ V * : J > - 7 - 4 ;u) -4-7;;^f;i/i'?o * > ;u#*-y- 5 K 

(13 0) h5>X-N- (3-->7y-5-^f^f57D (1, 5-a) h* 
»; i 7 --f AO - 4 - 7 ; 7 ^ n'S*-y->*7 ;U#*-y- i K 

( 13 1 ) h-5 >X-N- (lH-b^'/a C3, 4 - b) f <) 4 - -f /U) 

-4 - ( 1 -7 ; y - 1 f-yl/jif-yl/) d ^ if ^ *7 A ** * -9" x K 

(13 2) h 5 > X — N - (2 - (1-fo'J 5*.=. AO - 4 - t*y i>;U) - 4 - 

(13 3) h^>X-N-(2, 6-^7iy-4-t'J 5 ^ JW) - 4 - 7 5 y 

(134) ( + ) - h 5 >X-N- (7 f-As- 1 , 8-t7f-iJ-^>-4- 
-OlO - 4- (1 - 7 5yxf;l/) v/^a^^-ty^yi/tC+t 5 K 

(13 5) h7VX-N- (l-'O^/l/t+i/yf^fDD (2, 3-b) f 
U 4 — 710 — 4 — T ^ y > u^lfVrt/l/*'*-* = K 

(13 6) ( + ) - h-5>x-N- (1 -^yl/bfoa C2, 3-b) h° U O 
-4-^^) - 4- (1 -7; y .x.f-710 71/^*1*- ? K 
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(1 3 7) h7>7-N-^Vi?;l/-N- (2 -sOitJVT i J - 4 - h? U it*) 

- 4 - ( l — t ^ujl^u) o'x i K 

(13 8) h7>X-N- (2 -T v> K— 4-f'J 5>A0 - 4-7;7^ ^;l/>> 

(139) h5>X-N-(2, 3-^tKD-lH-b°pnC2, 3-b] f 
»J W- 4 -'T /U) - 4 - 7 ; ; ^ f n^t ; K 

(140) h-5>X-N-(2, 3-i>fcKo-lH-hfoaC2, 3 - b ) t° 
U 5> > - 4 - -OlO - 4- (l-7i;-l-yf;l/xf^) o^-fl-v^ 

(14 1-1) h^>7;-N-(2-*7 ;Wt}-:^ 2/ -4- f U $>JU) - 4 - 7 ; y ^ 

(14 1-2) (R) - ( + ) - h^>X-N- (3-^n€-lH-fun 
[2, 3-b) eUv ? >-4--r;W) - 4- (l-7;;xf;W i/^D's^if 

(142) H"5>X-N- (lH-h'on [2, 3-b) £»J 5>>- 4-^1/) 

(14 3) h7 VX-N- (1 H-t'^'/n (3, 4 - b ) f U *J >- 4 - -f As) 

(14 4) h 3 >X-N- (4 - try S*A0 - 4 - *T7 J t^-fri/? . 

(14 5) h^>X-N- (l-yf^h'PD C2, 3-b) f'J^V-4-^ 
;U) - 4- (/7-^yyf^l/) ->?o'V*-tf-y*7A'#*-9-S K 
(14 6) hvVX-N-(lH-h'oo [2, 3-b) b' U > - 4 — -OlO 

- 4 - (2--f i yV'J >- 2 --Ol/) 7 ; 7 y * ? a^+if VrtJl/tf*-* 
^ K 

(14 7) h -5 yx-N- ( 1 -^>y;Ut4'>yf^t'oa C2, 3-b) t* 

3 8 
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(14 8) h ^ >X-N- ( 2 - 7 5 ; - 4 - e »j 5> AO - 4- ^T- 

(14 9) h7>x-N- (1 — v>^Wi/^/l/-lH-t'DD (2, 3 

- b) try y 4 --r ao - 4 - (2 = r/y >- 2 ao r $ j 

(15 0) h 5 > X - N - (lH-h'nn [2, 3-b) £ U 5* >- 4 AO 
-4- ( 3 i?)i,yT— : JJ * *Jl) is? o *\ > ft /p 4*4-0- % K 

(15 1) h7>X-N- (lH-fDD (2, 3-b) t*'J^>-4-V;l/) 

- 4 - (3 --7x— A/ ^7 — i^y y f^U) ^*n^*-9->*7yl/.-}-:*-0-5 K 

(1 5 2)l7>X-N- (lH-fnD (2", 3 — b ) b , iJi?>-4-^ AO 
-4- ( 3 -^o tVl/^T— y ^AO n/s^-9->^^^:^-9- ~ K 

(153) l>7>7-N- (lH-b'oo (2, 3-b] try 5>>-4 --TAO 
-4 - ( 3 =f-)\,7T—yj ji >^o^^-tf>^;l/4-C^-9-5 K 

(154) h5>x-N- (1 -^>y;Pt*->yf;l/t°no [2. 3-b) f 
y 4 --f AO - 4- (2-^>i?;l/-3-xf;^7-^;^f;l') ? 
n's^-* >*7 A/**^-tf- ^ K 

(15 5) ^>7-N- (lH-tfno [2, 3-b) f U "J > - 4 - 4 AO 

- 4 - ('f ; j^V-A/- 2 — T 7W> ^A^ ^ n^^lf > *7 A/*'*-* ^ K 
(15 6) h5 >X-N- ( 1 H - h'nn (2. 3 - b) h* y 5? 4 - << AO 

- 4 - C^TV-Jl- 2 --fXO'TS y y ^A/v^n^-y-V^A'***-!*-* K 
(15 7) (R) - ( + ) -N- ( 4 - try S?AO - 4 - (1-75; J^AO 

^>X7 = K 

(15 8) N- (4 - tTU S>A0 - 4 - (1-7W-1 -/^A^^AO ^> 
X7i K 

(15 9) n- (4 - try s*ao - 4 - 7 i ; ; ^/u- 2 ^;i/^^-->^> 
XT $ K 

(160) N— (4 — h°y 5>AO - 4 -7 = y y. 2 -i h + ^>X7 i- 
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K 

(16 1) (R) - (-) -N- (4-tTU 5»l/) - 4 - (1-7; ;xf;i,) 

- 3 -- hD'OXT 5 K 

(16 2) (R) - (-) -N- (4 -b°y i^U) - 3-7;;-4 - (1-7 
* /xf;l/) ^>XT 5 K 

(16 3) (R) — ( + ) — N— (4 — k"D ^W) - 4 - ( 1 — 7 * ; 

- 3 -^uaK>X7 5 K 

(1 6 4) N- (4 -b°«; £*;U) - 3-7; ;^f;K>X7 5 K 
(16 5) (R) - ( + ) -N- (lH-foo [2, 3 -b) t* y V> - 4 - 
-Ol/) - 4- (1-75; ^^;U) ^>X7$ K 

(16 6) (R) - ( + ) -N- ( 1 H — fcf i7 V n C3, 4 -b] fcT U 4 
-'f/l/) - 4- (1-75; -x.^1/) *<>XT 5 K 

(167) N- (lH-h*7'/a [3. 4 -b) tT U *J > - 4 - W JlO - 4 - ^ 
T~V> J ; fM^X7 5' K 

(168) N- (4-tf'J v ? A') - 4 -77— V J ; * fV<> XT 5 Y 

(16 9) (R) — ( + ) — N— (4 — fc"lJ y*) - 4 - (1-75 ; if-;l/) 

-3-7;l/tD^s>X7; K 
(17 0) N- ( 4 - t*U - 4-7;;; f;K^X7 5 K 

(17 1) N- (4-e'J £>;U) -4-75 ; ;^;U- 2 - b Fn + ^VXT 

5 K 

(172) N- (4-t'U y/U) - 4 - (2-75 ; xf;l/) ^>X7 5 K 
(17 3) N- (4 - try iS -4-75;; f-ZU- 3 -— b n^>X7 5 K 
(17 4) N — ( 4 — tT 'J 5>/W) - 3- 75;-4-75;; f;K>X7 5 K 
(17 5) (S) — ( — ) — N— (4— try S>AO - 4 - (1-75 ; x-T ;U) 
^>X7 5 K 

(17 6) (S) - (-) -N- ( 4 - t° y *JM) - 2 - (1-75 ; je.^;10 
^>X7 5 K 
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(17 7) (R) - ( + ) -N- (4 - fcfU - 4 - ( 1 — T $ y Ji^/l/) 

-2-9 av<>XT 5 K 

(178) (R) - ( + ) -N- (lH-b'DD C2, 3 -b} - 4 - 
<i V) - 4 - ( 1 - (3 -yn tVl/^T-^y) OX7 ; K 

(179) (R) - (-) — N — ( 1 H - fcfnn (2. 3-b] £ y > - 4 - 
-<7U) - 4 - ( 1 — T $ ;xf;l/) - 3 —T~J hX>X7 $ K 

(18 0) (R) - ( + ) -N- (4 -fcTU ^;l/) - 4 - ( 1 — T 5 y Ji^/l/) 

- 2 --=. h D'OXT $ K 

(18 1 ) (R) - (-) — N— (4 - try y-rtO - 4 - ( 1 — T $ y i^yl/) 

- 3 -i |> + ->^yX7 ; K 

(18 2) (R) - ( + ) -N- (3— 3 — K— 1 H-t'DO (2. 3 -b) £ 

V>- 4 ;U) - 4- (1-7W o-^;U) OX7 ; K 
(18 3) (R) - ( + ) -N- (3-3-K-lH-k'no (2, 3 - b ) t° 
U ^ > - 4 - ;U) - 4 - (1-7; y jl?-;u) - 3 -7^ KOX7 $ K 
(18 4) (R) - (-) -N- (4-f'J v?;l/) - 4 - (1-7;; 

- 3 - fc Kn^->^>X7 = K 

(18 5) N- (lH-t'7'/D [ 3 , 4-b) £ 'J 4 - -f 7U) - 4 - ^ 

7^-;;;f;l/-3--hD^>X7; K 

(18 6) (R) -N- ( 1 H- t'5 '/n (3, 4 - b) £ U y >- 4 - 71/ ) 

- 4 - (1 -/7-^;xf;l/) _ 3 _^ h p^ >X7$ K 

(18 7) (R) — N — (lH-^'/n (3, 4 - b ) £ y ^ > - 4 - -Y JV) 
-4 - (1-7; y ai^/l/) - 2 - jl h n^>X7 ; F 

(18 8) N- ( 1 H — £ 5 v / n C3, 4 - b) £ »J > - 4 - - 4 - ^ 

7--/M>X7; K 

(18 9) (R) -N- (lH-fc'7'/n (3, 4 - b ) fcT y *J >- 4 - 4 ;U) 

- 4 - ( 1 -7 ; y -x.^;W) - 3 -— h a^>X7 ; K 

(19 0) (R) — N— (1 H-h'^Vo (3, 4 - b) £ U 5? 4 -fylO 

4 1 
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- 4 - ( 1 -/7i^;xf^) ^>X7 S K 

(19 1) N — (lH-k'5'/o (3, 4-b) fcf y > — 4 — -f yl/) — 4 — ' 
(l-7;;-2-kFn*->xf;l/)^yX7;F 

(19 2) N- ( 1 H — bf-5 '/n [3, 4 - b ) tfU i^y- 4 --f - 4-7 
;yyfyp-3--ho^>X7; K 

(19 3) N- ( 1 H-k'on C2, 3 - b) h c U >- 4 - <f AO - 4 - 

(19 4) N- (lH-t^'/D C3 , 4-b] tf U ^ V- 4 ^) - 4 - £ 
^y y >*7A/***if i F 

(1 9 5) N- (lH-k'^'/D £3, 4 - b) Y'JPV- 4 - A) - 1 - T 
= / 7-trf-A- 4 - f^U Sfi/rtA'iK*"* 5 K 

(1 9 6) N — ( 1 ~* h A*- 1 H-k'f'/o C3, 4-b) tf'J-^ 

- 4 - A) - 4 - fc?^ U *J >f3 A***-* I K 

(1 97) N— (2, 3 - y t Kd- 1 H- k'o a ( 2. 3 - b) t' U 5? >- 4 

- << a) -4-kf^'j^>* a*:*-* i K 

(19 8) N — (lH-k'no [2, 3 - b ) k'U y>- 4 - -f ;V) -1- (2 
(19 9) N - ( 1 H-k'na C 2 . 3 - b ) k , 'Jv?>-4-^^) -1-7; 

^ y - 4 - y y >rt A*:*-y- ;K 

(2 0 0 ) N - ( 1 H-t'oa ( 2 , 3 - b ) fcf 'J S> > - 4 - *f A) - 1 - (3 
(2 0 1) N — (1 H-k'OD (2, 3 -b) k*'J 4 - -f W - 1 -O 

s*a- 4 - tr^y ! j 1 k 

( 2 0 2 ) N — ( 1 H — t* -5 V a C 3 , 4-b) fcf 'J V — 4 — -f A) - 1 - 
(2-7 i^-A-X-f-A) -4-k^y i?y*^ti K 
(2 0 3 ) N- (lH-k^'/n (3, 4-b) tf 'J 5>>- 4 - >T A) - 1 - 
(3-7 i — ^T'd £A) 4 - bf^y ^ A**-* ^ K 

4 2 
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L < 4t&W (8 0 ) . (109), (110). (112). (11 
5 ), ( 1 4 2 ). ( 1 4 3 ), ( 1 4 4 ), ( 1 4 5 ). ( 1 5 3 ), ( 1 5 
7). (163), (165), ( 1 6 6 ) *Sj:tf (1 7 9) *<$fctf&n<So 

ttz. ^m<DRh o^ri-— if mmMttrmm^ti ?>it^ tlx, mm- 



( 2 0 4 ) 

( 2 0 5 ) 

( 2 0 6 ) 

( 2 0 7 ) 

( 2 0 8 ) 

( 2 0 9 ) 

(2 1 0) 
(211) 
(2 12) 

(2 13) 
(2 1 4) 
(2 1 5) 
(216) 
(217) 
(2 18) 
(219) 
( 2 2 0 ) 
(221) 



( 5 - V 4 s - y 

( 5 - v * y 

(5 -^7 + / 

( 5 - v * y 

( 5 - v * y 
v*y 



y ;p) - 2 -y f;Pt^tX7 ^> 

y > x a* ) - 3 - y f-;!/** > 

y > x — /i> ) - 6 - y ^ 71/ * * hf ^ -5 i? > 
y >x/l/*^;u) - 2, 3 - i^y ^;u*^r t°^5 

-3, 3 - £*y e^-? 

y >x;l/*j=./l/) - 3 - ai^yl/** S* > 

'j >X;l/*.n;l/) - 3 -7°o bVU** i>* > 

U >x;i/*^;i/) - 3 --r v 



- (5 



- ( 5 - << v * y 



y >x/u*.=./i/) 
y yxyi'tv-W 
y 

>X/U* — 7U) 

>x;i/*^;i/) 
>x;i/*^;i/) 
>x;i/*j^;i/) 
y >x;i/*— ;i/) 



3-7 i? > 

6 -xf;l/t>t^7 > 
6 — a tr;l/jf>^E- 5> > 

6 --y^/U** ^ > 

6-7 a. — ;i/ * * t" ^ ^ > 
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(222) l- (5-'fy + ;'j>x;i/^ 

(223) l - > x/i/* 
( 2 2 4 ) l- (5 

(225) 1- ( 5 

(226) 1- ( 5 ->f v + y 'J 
( 2 2 7 ) N- (2-7; y Ji^;U) - 1 

7; K 

(228) N- (4-7;; -x^;U) - 1 
7 ~ K 

( 2 2 9 ) N- (2-7; ;- l - yf /l/ji ?-/!✓) -1-^00-5-^7 + ; 

( 2 3 0 ) N- (2-7;;-l-;f;K>f;l/) - 

;'j> 

(23 1) N — (3 -7; J - 2 - ^ f-^T^U) -l-^on-5-^V+y 

( 2 3 2 ) N- (3 -V-n-Zfi-JUT i y^n^) - 

(233) N- (N- a^+^;l/-N-y.f-7UT ; J - \ - 9 a a 

-5-^7 + ; >J7^;^77; F 

( 2 3 4 ) N- (2 -/7--7;xf;l/) -i-^op-s-^y^yij 

( 2 3 5 ) N- (2-/7-^;yf-;l/) - [-^nn-5-^V + ;iJ 
*>7 ; K 

( 2 3 6 ) N - ; ( 2 - 7T— : J J - 1 - ^;l/i^;l/) - 
+ ; y >XJV* >T i K 
( 2 3 7 ) N- (2 -77 — : JJ * -1-?dd-5-^V^; 



— ;p) - 4 -;^;i/^^e t°^5 

— ^) - 4 -7n s>> 

-^00-5-^7 + ; y > yuu* > 
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( 2 3 8 ) N- (2 - iTT— f J J - 3 - / * )Vzf* )V) - 

( 2 3 9 ) N — (3 -rT-^y- 2 -^f;l/7o hVl/) -1-^dd-5-^ 

y*y u vx/i/^^T ^ k 

(24 0) N— (4 ->T7— : JJ - 3 - /• ?->rt/y^;lO -l'-*nn-5--fV 

(241) 2 -y ^^U- 4 - (l-^DO-5-^V^/U >X;l/*^wt,) 

( 2 4 2 ) 2 -xf^- 4 - (l-^DO-5-^7*y 'J — ;U) 

( 2 4 3 ) 2 -4 vrff-JV- 4 - (l-^on-5-/TV + ;>J >*rt/*.=.;u) 

( 2 4 4 ) 2, 5 -^y^yl/-4- ( 1 - ^ PD - 5 - ^ V + y 'J >X;^-;l/) 

( 2 4 5 ) 1 - y ^JV- 4 - (l-Jon-S-'fV + y'J >xyi>*— /I/) 

(2 4 6) l-7;yy-4 - (1 - --f V + ; 'J > x;l/*^/W h° 

.(.2 .4 .7.) J — T i y.y - .4 - /j -^xun -Ji - <c;/^y j» ,v,?,tUjfe_=.,(J^ 

(248) 1 - 7 ; / — 3 4 - (l-^nn-5->fV + y >J>7 

(2 4 9) l-7;^y-2, 5 - V M f-jU- 4 - ( 1 - * u o - 5 - << V * y 
U y^JVfr — jV) b° ^ ^ > 

(2 50) N- (2 - T * ;xf;l/) - 1 - t Ko + -> - 5 - -f V + ; 'J 
(25 1) N- (4-75; rf=f-)^ - 1 - 1 Ka * •> - 5 - f y * y y yxyi, 
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(252) N — (2 -7 ; y - 1 -y - l - b Ko + ->- 5 - -f V 
*y U >X^/*>7 S K 

(253) N- (2-7; y - 1 - y - 1 - b Ko + «> - 5 - 'f 

v + yj yx;^>7 ^ K 

(25 4 ) N- (3-7;;-2 - >f;l/yf;l/) - 1 -b Kn + *>-5 V 
*y «J >>UU*>T $ K 

( 2 5 5 ) N- C3 - (N. S y) fcfAO - 1 - t Kn*-> 

-5--fv*y U yx/P* >7 ; K 

( 2 5 6 ) N- C2 - (N-i/?o^->;l/-N->f^7; /) if/H - 1 

- t Kn + i/- 5 -<f 7*y V >x;i/*>7 i K 

( 2 5 7 ) N- (2 -/7-^yxf/l/) - 1 - b Kd*->- 5 - 'f 7 + / 'J ^ 

( 2 5 8 ) N - (4-^7-^>yf;l/) - 1 - b K d > - 5 - V ^ y U > 
x;u*>7 K 

( 2 5 9 ) N- (2-/7-i?;-l->f;Pxf;V) -l-bFn + ->-5- 

( 2 6 0 ) n- ( i -/7- y f-;U^>^;U) - 1 - b Kp*'>- 5 --f V 
*y U >x;i/*>7 S K 

(261) N- (2 — V J - 3 - y ^;l/^^^) - 1 - t Ka + ->- 5 - 
<7*;'J>^M>>7; K 

(262) N- (3-r7-^;-2 -yWDt';l/) -l-bKo*->-5 

- -f V * y U > X/U* >7; K 

( 2 6 3 ) N — (4 -yr—iS;- 3 - y ^l^^U) -l-tKa*«>-5- 

( 2 6 4 ) 2 -yf"^-4- ( 1 - b Ka + ->- 5 ->f V*y U — ;U) 

b°^5 : J > 
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( 2 6 5 ) 2 4 - ( 1 - t Ko + ->- 5 - ^V + ; U ;U) 

( 2 6 6 ) 2 -^V7f;l/- 4 - ( 1 — fc Ko + ->- 5 u 

;U) 5> V 

( 2 6 7 ) 2 , 5 -if***- 4 - (l-tKD + >/-5-'fV + ;'J >X/U* 

( 2 6 8 ) 1 =f-)\,- 4 - (l-kKn*i/-5-fy*yiJ >x;P*^,u) 

(269) 1 —Ti : J J — A — (l-tKo + y-5--fy + y"J > ;P) 

(270) l-7;yy-4 - ( 1 - fc Fo*->- 5 -^V + y U *.=.;!/) 

(27 1) l-7;'^-3-^;l/-4 - ( 1 - fc K o * •> - 5 - -f V * y <J 
— ;P) fc*^-5i?> 

( 2 7 2 ) I -TO? J -2, 5 - 4 - ( 1 - fc Kn**>- 5 V 

( 2 7 3 ) N- (2 -M^-JIT i ;xf;l/) _ 1 _^ nD _ 5 _^ v ^ y 
(274) N- ( 2 -i^/PT S y -x^/l>) - + y U>X 

( 2 7 5 ) N- (2 -^n tVUT i J ^.f-jU) - 1 -f7 + ; 'J > 

( 2 7 6 ) N - ( 2 - Zf=f-)\<T ;;xf;P) - l- ?DD-5-r; + ;«j>x 
( 2 7 7 ) N- (2 -'S+Wl/T i J ;U) - l- ^DD-5-<fV + ;iJ> 

( 2 7 8 ) l- (i-^oD-5-'fy + yijyx;^-;i/) ^ > 
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WO 98/06433 



PCT/JP97/02793 



(279) 1- (l-^on-5-'fy*;y >xyU^->— yu) *■ 

(280) N- ( 2 - / f-yl/T Uif^) -1-t Kn + ->-5-^V + y 'J 

(2 8 1 ) N- (2 -3^1- JUT i J s-f-A/) -l-t Ko*i/ - 5 —f V*; 'J 

(2 8 2) N- (2 -"/a tVl/T ; y Jt^;i/) -l-t Ka + ->- 5 --f v*y 

(2 8 3 ) N- (2 - ZT^JVT i J J.f-;U) -l-t Ka*->- 5 V + ; y 

( 2 8 4 ) N - ( 2 -^4=- ->7U7 ^ / if;l/) - l - fc Ko + -> - 5 - << 

y >x/w*>r i K 

(2 8 5) l - (l-tKn#->-5-'fV + ; i J > * J\s * — fo) t^-5 > 
( 2 8 6 ) l - ( l - t Ko + i/- 5 ->f V + y U >XA/* — AO **fcf*-5 S> 

y 

( 2 8 7 ) l - ( 5 --f V*/ U i/XiM*— AO - 4 - y ^;UhT^-5 

(288) l - (5 --f 'J >X;l/*-M - 4 - n -'x* '>A> t'^5 ^ > 

(289) l - ( 5 - -f V * / 'J > X A/* — AO - 4 - > l/+ X JV 5> > 

(290) i - + >xa/*h.=.ao y > 

(29 l) N- (2-7; y jc^AO - 5 - <f V * J 'J >XW>7 ^ K 
(2 9 2) N- (4-75 / -f+AS) - 5 - 4 V * J } ) >7>JU* >T i K 
( 2 9 3 ) N — (3 - ! J- n --ff-AtT 5 y t'AO - 5--f V*-/'J >XA/ 
t>>7; K 

(294) i - ( 5 - -f v*y y >xa/*^ao - 3 - y *-/u t^-5 

(295) l - (5--fv + ;«J AO - 3 -fvyf*e^5^> 

( 2 9 6 ) i - (5 v*/ y >xa/*-ao - 2. 5 -yy f-iue^^y > 

(297) N- (3 - 7T — ^;-2-7i a tf AO -5-'fV + < /'J> 
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(2 9 8 ) N— (6 -?T—i>; - i -y ^;i"\^;iO - 5 -4 v*J y >x 

(299) 2 - (2 - (5 + ; U >x;l/*>T i K) ^^;l/T $ y) - 2 

(300) 2-75y;-i - (5 - -r y >x;i/*.=.ao tr^yy 

(30 1) 4-7;i?;-2, 5 -*Jjt*fr- 1 - (5-fV*;'J >x;U*j=. 

(302) 4—TiiyJ— I — + *.=.*) **fcf^5i>> 

( 3 0 3 ) 4 - (Nl, N2--^>f;l/7;^;) -1- (5 — f V 4 s - y 'J > X 

(3 04) 4 -7 ;^;-3 - 1 - (5-fV*;»J >X;l/*zwlO e 

( 3 0 5 ) 4 -'s+v'^- 1 - ( 5 --fV4-; y J/yUMs— AO jc^U>^T $ 

( 3 0 6 ) N- (4 -{TT—VJ-X+AS) + S V >7>Jl<*>T i F 

( 3 0 7 ) N — (2 -/7-v?;x^) — 5 — -f V y 'J >X;U*>T $ K 

(308) l - + - 2 -y f^if^^y 

L < (i> ^b^« ( 2 0 4 ) *>J;tf ( 3 0 8 ) *<Wb<X5. 

xju*>wt. -ris'f^wz, •?>7 i Ji>Wi^ ? i^jg, -y-y^-^i/ 

>f07;;®tOiait5C ( !:fcT^5. $ ^*l£<D 1 7Mfl#K 2 tK*Q 

4fck 1/2**0423. l/3 7kfO$K 1 / 4 TkfQ'fek 2 / 3 7KfD«3. 3/2**0$! 

—855: ( I ) -e^ftS-ft^te. ^HS 6 2 - 8 9 6 7 9^ 4f §*RZ 3 - 2 
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1 8 3 5 6f, #M^5 - 1 9 4 4 0 1 ^ 4#M¥6 - 4 10 8 0 WO 
9 5 / 2 8 3 8 7 ^lCiEtfe$nT^S^Fj4{C«fc«9^fiJc-rSC<i:^T'$So 

-ft8:5£ (II) T'^£tt-Ml:£#Ki> #MBS 5 7 - 1 5 6 4 6 3 f, # 
BJlHg 57-200366 ^ #MBS 5 8 - 1 2 1 2 7 8 -5f, 4#MBS 5 8-121 

279^, #§gaa 59-93054-^ #Bma 6 0 - 8 1 1 6 8 tifMVB 6 1 

- 1 5 2 6 5 8 ^ 6 1 - 2 2 7 5 8 1 ^ #MH8 62-1 0 3 0 6 6^ 

*>«fctfU SP-4678783 3|f;:ieifc£ tlX^ZHtiHZ «fc 9 S C tH)<"C 

— AftiS (I) cr>6%. Rai^ (c) Rc*<Rc' Z>4t "tUt> 
(Ill) 



Rc* teMI2©R c<D?*> try y >£(fl.<Dg&&£W LT^T k <fc 

-as^; (iv) 




ii 
o 



din 



Re' -NH-Rb 



( I V) 



(it*. &K.*§rtemm±mm-e$>Zo ) 
T?*sn5^«Dt-«a (v) 
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N /> 



C OH (V) 

0 

— test (iii) o-fb^o^^L^Tk^Jet^og^s^wr-s^^fi. l 

*<**T?* 6 ik&®}& ^WZft&lZ 45 1 ^T&fclCD N - T )V*)Vit t. fz « N - T •> ;u 
tefcfcfifei,*. -159:5s: (VI) 

L 1 -M (VI) 

-e^ $ n s <t srt? $ it & c t tc «k V> * 0 

—fiftiS (III) ©*b^©? ^L^T^^US/cliiS (i) Tr<&Sg&g£ 
W-fS^b^(i> L Sfc£«9<>^ (VII) 

L 2 = C = 0 (VII) 
(5*;tK L 2 te&TZ&JT Z ; 4tKJ&tz£*)TJl'*JV£fzte3t (i) "T^StlSg 
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din <oM&to<Do%hi)^ (i) 



( i ) 



-c*s<t£4&w:x -fiftss; (i i n oL^^^^t^i-®**; (vi i n 



(VIII) 



(3$*. Q 1 {iMIEilSI^T^^o ) 

jl?/-;u n 2 -t'o/nV -;M§0 , flg^* Ttli^^^ h > (2- 

-fift^d I I) <nfc&m<Oo%Lt<*iit^&Zil&Ml*-WL3Z i\ 1 I -a) 

R s 

II Rb 

B 1 C N a> I (Ill-a) 

\ /^C — N Rc' 

II 

0 



WO 98/06433 



PCT/JP97/02793 



(I I I -a) *K B' *<Tyl/3**>T?**<l:^«!r©»^tt. Kfolztf. 

£ okSHt*- h y o a n j^tg?^ y * ^ktK^-^- h y * a^o cD^Ttcfc^ 

I I ) ©^«I*«!JST?*«5o 
£tz. it-tm (I I I -a) B' ri<T5/l'*/l'**-^T*&54b^7r&S 

$ €» fb£$I (I I I-a) £-5 — 35%. ft£L<tt 15 — 30 %<D$?W£ 
*tz, — f&5£ (I I I - b) 




(I I I - b) 
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ftM&fclz&^Xb. L S-fifcit (III) <Dit&®}*W&X*£2>o 

$t>tw x din <Dit<&®itt.nmzmK mm±&&ztizi&zmf$. 

— fl&3*; (III) <Z>fb£-<ftl-li3W»tt{** > 

ffifcM&FMttU fit A I DSI, WffitUEteielS, «Kffi^m. Httttift* 
HJ<DRho*^~*ia^3J£MSJ±l^L?aia# (BftJE^k IS^JW. 8f«»k 

*St£3k %\m. ffrttfck «fi?tt4fi*!l9) tS^lTi^nSEiffifiSt 
ttSfcMJMRk *.*U ffi&Ak ij?-kA,M. m-^fflx fn^, & 

ftU ¥L$k SAfflK a«*^J (ftftk M*tf«) > 8KA»k «&RiR*>U & 
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h^> *h-*>m, h?>jfj*m. T^vr^^m. a 

+ -/ynf;l/-b;l/n-^ t Ko + y^a^Mf /Hr/l/n-X, ?'y-try>\ 

ttflfrBt-x.*^ c^* y;n*. = 'j7f>K s '**i*>mm wi>m^z>tiz 0 

^7-77-;i/ (B*teJ!g*±$ir) ^*<^{ft>n5o 
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iiS^Pft^-©^. fiJcA-B^^O 1-5 0 Omglllt'*^ 

(a) 4 -T 5. y - 1 - t e r t -~? b*i/tJA>#— )\>- 1 H- fan [2, 
3-b] h° U 5? V 3 g i V -fu £JUX.*JIT x > 2 . 1 6g©7th-F'J 
)VA OmlMlCv N- / <>i?;l't*->A^-^KV-^3f/^a , J K5g 

7 4 -tcxffif^! N- (l-tert-y h •> # A-tf^u- 1 H-t'on 

[2, 3-b] eyyv-4--f;i/) -i-^yi;^+i/*^-;i/-4-t 

PMR(CDCls) : 1 . 67 (9 H. s), 1. 7 9 (2 H. m) . 1 . 9 
5 (2H, m), 2. 53 (1H, m), 2. 89 (2H, m), 4. 29 (2 
H, m) . 5. 15 (2H. s). 6. 48 (1H, d, J = 4. 4Hz). 7. 

3 6 ( 5 H, m) , 7 . 5 9 ( 1 H, b r) , 7 . 6 1 ( 1 H. d. J = 4. 4 
Hz), 7. 99 (1H, d. J = 5. 4Hz), 8. 43 ( 1 H. d. J = 5. 

4 H z ) 

(b) N- (1-tert - ^ h + ->^/l/^~;l/- lH-fnn [2, 3-b] 
fcfl) 4 --OU) - 1 -^>^/P**s/*yU>J5— A/- 4 - fcf^'J 

+ -9- ; K2 g^y ^ V -^3 0 m 1 {C&ft? U C<Z>7§&tC 1 0 %7k&te'<5 W 
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i®U tti&£&£ETSM&-r6C £ICJ; *9 N — ( 1 - t e r t - 7^->*;H- 
^-lH-fnn [ 2 , 3 - b ] b? • ) ! J > - 4 - -f JU) - 4 - t*^ V Z? yJjjUtf 
K 1 . 2 g£*£*:o 

PMR (DMSO-d« ) : 1. 59 (9H. s). 1. 83 (2H, m), 2. 
0 1 (2H, m) . 2. 8 9 (2H, m) . 3. 0 1 ( 1 H, m) , 3. 3 2 
(2H, m) , 7. 19 (1H, d. J=4. 4Hz), 7. 68 ( 1 H, d, 
J = 4. 4Hz), 7. 9 7 (1 H. d. J = 5. 4Hz) . 8. 24 (1H. 
d, J = 5. 4Hz), 8. 81 (1H. br). 10. 4 5 ( 1 H. s) 

(c) N- ( 1 - t e r t -y h3r'>fiJUtf—JU- 1 H- hf oo [2, 3-b] 

t* »; y >- 4 - >r - 4 - y y y^M**--* $ fi gCx tftti omi« 

>i<-&m^j\'&*)mn&-?z>z.tiz.&iQm&2 1 z°c (#«?) ©n- c i h- 

fcfnn [2, 3-b] fcf'J v^>- 4 - f ;U) - 4 - t^'J ; Kl 

1 7KfD«3 6 5 0 m g £-?£^o 
PMR (DMSO-d s ) : 1. 5 2 ( 2 H, m) , 1. 6 9 ( 2 H. m) . 2. 
51 (2H, m) . 2. 70 ( 1 H, m) , 2. 97 ( 2 H, m) . 3. 32 
(1H, br). 6. 79 (1H, d, J = 3. 4Hz), 7. 31 ( 1 H, d, 
J = 3. 4Hz). 7. 79 (1H, d. J = 5. 4 Hz), 8. 0 4 ( 1 H, 
d. J = 5. 4Hz), 9. 82 (1H, s). 11. 54 ( 1 H, br) 

(a) N- (1-tert -7 h *risjjJl/#—JV- IH-fno [ 2 , 3-b] 
fcf V 4 -«T/l/) - 4 - fcf^U $ K0. 6 g. 7x*f-;^ 

n> K3 9 Omg, £t&*7 If A 2 9 OmgcD^y f;l/^;l/A7 $ K 1 Oml^ 
&S-8 0°C(CT2^P^ig^L^ o R*«***littaf. ^ao^^AT'^tbLTto 
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7 4 -tcTfllSSU N- ( 1 - t e r t - 7 h * i/ii t^^JV- 1 H-t'DD 
[2, 3 - b] tf U y > - 4 ;U) - 1 - (2 -7 - 4 - 

A<***-fr ;K5 5 0mg £*i*:o 
PMR (DMSO-d, ) : 1 . 5 9 (9 H, s), 1. 6 6 (2 H, m) . 1. 

8 0 ( 2 H, m) , 1 . 9 8 ( 2 H. m) , 2. 5 0 ( 2 H, m) , 2. 5 6 

( 1 H. m) , 2. 7 4 (2H, m) , 3 . 0 1 (2 H. m) . 7. 0 5 ( 1 H. 
d. J = 4. 4Hz), 7. 23 (5H, m) . 7. 68 ( 1 H. d, J = 4. 
4Hz), 7. 97 (1H. J = 5. 4Hz). 8. 23 ( 1 H, d, J = 5. 
4 H z ) . 10. 0 3 (1H, s ) 

(b) N- ( 1 - t e r t - 7 h ;u^-:^.;u- lH-toa [2, 3-b] 
fc?D i> 4 - l- ( 2 - 7x-;l/xf - 4 — t?^ U i?>ft J\/#*r 
*i K5 5 OmgCs gWtSml &jJUZ-g.ffi.izT2&fmm.&Ltz 0 lN-7kBMt 

jiLTW^nsi^a^ i 5 xmwt- * ? ; -*mmi m 1 i:js»Lfco c©&© 

^2 7 2t ON- (lH-fDP [2. 3-b] h? U ^ > — 4 — f AO 

- 1 - (2 -7i^xf;l/) - 4 - f^U ■SyJj/l'tf*-* I Y2^nm. 1 / 4 
7k*n4$3 2 5 Omg^ffco 

PMR (DMSO-d* /TMS) : 2 . 0 0 - 2 . 1 9 ( 4 H, m) . 2 . 9 
3-3. 4 1 (7 H. m). 3. 63- 3 . 68 (2 H, m), 7. 22-7. 
37 (5H. m) , 7. 50 (1H, d, J = 2. 0Hz). 7. 56 ( 1 H. 
t, J = 2. 0Hz), 8. 25 (1H, d, J = 6. 8Hz), 8. 33 (1 
H. d. J = 6. 8 H z ) , 10. 86 (1H, br), 11. 36 (1H, s ) , 
1 2. 7 7 ( 1 H, br) 

(a) N- (1-tert-y h * i/ijA/#— A/- 1 H-fcfoo [2. 3-b] 
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e y o- 4 --r yi/) - 4 - e^y >>y#/i/ * Ksoomg, ^y^u:/ 

o;F3 7 0mg, U ^A3 0 0 m g © ^ ^ f;l/;J;;^T $ Kl 0 m 1 m 

~? 4 -{CTUffiLx N- (l-tert-yh+^*tol/-lH-fDn 

[2. 3-b] b* «J 4 --f 71/) - 1 4 -hf^'J s J>1i Astf* 

■frS K3 0 Orag^ifco 

PMR (CDC 1 , ) : 1. 65 (9H, s). 1. 91 (4 H. m) , 2. 0 
4 (2 H. m) , 2. 3 5 (1H, m) , 2. 9 7 ( 2 H. m) , 3. 5 1 (2 
H. s) , 6. 4 4 ( 1 H, d. J — 3 . 9 H z) . 7. 3 0 ( 5 H. m) , 7. 
49 (1H, br). 7. 5 7 (1H, d, J = 3. 9Hz). 7. 99 (1H, 
d. J = 5. 4Hz). 8. 41 (1H, d, J = 5. 4Hz) 

(b) N- (1-tert - ~X h * lH-fnn [2, 3-b] 

b° y i? >- 4 -<< JU) - 1 4 - y : J >Jj/lstf*-9- *K 3 0 0 m 

gK, iT&4m 1 &tiax.g.MlZ-Cl mtHmftLtZo 1 N-7KK<k^ h y ^A7K^f 

*£H3: 1 5 %m&-/ 9 J -JUte®. 1 m 1 IZj&MLtZc CO LT»£ 
n*ea*i^y-7l/-»»i^7l/J:i9™a"r«C<!:lc«kt)»jfe2 6 0 °C 
*g) <D N - (lH-fnn [ 2 , 3 - b ] fcf »J 5> > - 4 - -f AO - 1 - > A/ 
- 4 - y 5> >77 A>*'*tr ^ K 2 1 7k*0#J 1 2 0 m g S-ff 

PMR (DMSO-dd /TMS) :2. 00-2. 15 (4H. m). 2. 9 
2-2. 98 (2H. m) . 3. 13-3. 19 ( 1 H. m) . 3. 36-3. 
4 3 (2 H, m) , 4. 32 (2 H. s) , 7. 5 5 ( 1 H, br). 7. 63 
(2H. m) , 8. 20 (1H, d, J = 6. 4Hz). 8. 31 ( 1 H. d, 
J = 6. 4 H z) , 10. 76 (1H, br). 11. 25 (1H. br), 1 
2 . 6 9 ( 1 H, b r ) 

±iznmmtmmz LxMTvit&tozmz c 
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N- (lH-h^'/o (3, 4-b) t*y 4 -<< -4-f^U> f > 

T^l/tf*-** K 2 3 / 2 TKflH&k fflu&2 7 7 °C 

N- (lH-k^VD (3, 4-b) b* U 'J 4 - -f ;U) - l-7;/7t 
3^1/- 4 - tf^U v?> 77 ^ K2&B& 1 /27kft«B. Bk^ 2 6 4 <C 
ft?) 

N— ( 1 — / V * is * 1 H - e 5 V a (3, 4-b) f 'J 5> > - 4 - -< 

- A- fc°^ U J? ^77>l/***if- i Kl 7kfQ«5. Nt&'Z 4 0-2 4 1 °C 

. ...N- (2, Fa-lH-enn (2, 3 - b ) f U * > - 4 - -f ;U) 

- 4 -h*^U v^77 7l/#*-tf-S K 2 3 / 2 7MD«U »i^ 2 3 5 t 

3^8f5ffil 8 

N- (lH-fan [2, 3 - b ) f y *J > - 4 - << ;U) - l-7;yy-4 
-f^'J 5? V*7/U*-*-*-i K2i&g?i£5/4 7kfn%. »^2 4 6 t (#8?) 
H8teg»l9 

N- (lH-b'nn C2, 3 - b ) fcT >J S> > - 4 - /U) -1- ( 3 - 7 * ^ 
J\y-Xa tVW - 4 - U ^>77;l/**1f = K 2 2 7 6t (#8?) 

mmm i o 

N- (lH-b^'/D [3, 4-b) b , U^>-4--f;i/) -1- ( 2 - 7 * 
- 4 -b°^y v>>77 7U***-9-* K 2 i£&i&7kfa42!U 2 5 9 -2 

6 1 X 

&mmi i 

N- (lH-b'7'/a C3, 4-b] f'J 4 --f ^) -1- (3-7x 

-;l/7"P bVU) - 4 - b'^ y y i K 2 1 / 2 tKTO. 2 

4 0 -2 4 4 t 
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**"MHI:£«J 10. Omg 

?LSf 5 0. 0 m g 

|x?.€D3->f>y> 2 0. Omg 

^H-tr^n — x 2 9. 7 m g 

t:'Jf-;Hf D iJK>K 3 0 5 . Omg 

* * 9 5 . 0 m g 

Xf7'J yS7 -> A Q . 3 m g 

12 0. Omg 

U f-^fa »J K>K3 0 *H&£ffl^-a$£-U 2 0 > y -/aOg^ILTS 
tiLLtZo 5 0°C^2m^mLtz^ 2 4 > y •> x.<D$6&i&L. * fr? &<S:ZfiX 
t-T V >&^rr*i/V2*&m'&L, fig7mm©Ml^ 1 fit 1 2 Omg© 

SgfrJ&rfrfll 2 : *7-bJUM 

**9Hfc£*J 10. Omg 

¥L«I 7 0. Omg 

hf)*B3->f^> 35. Omg 

>HU t*-;utn'; K>K 3 0 2. Omg 

2. 7mg 

^f7 'J . Q. 3 m g 

120. Omg 

ttL/Co 5 0 < C-e2 ^Fb^jSL/:^, 2 4 / y 'y ^(DB^ML. ffrfte^VX 
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1 : Rh o*±—em.mftm (vismu*.mmR\io*-t--*i<Dmmttm 



9 f&fi© 5 0 mM h'Jxh Ko + ->> f-AsT i J J ? > (Tr i s) (p 
H=7. 4). lmM^ftXU^r h-/K 1 mM EGTAs 1 mM EDT 
A. 1 0 O^M p -T i y;7 *-/l/X/l/*^/P7/U7t- U h\ 5#M 

E-6 4. Sn/MO'fW^ 5 MM^yx^^>A<i:<i:4>JC^^-i;^-^XL. 

(10, OOOxg, 3 OftW ^d;0±m^?#^o &{C±M 

7 -(pH=6. 8) T^LTto Rh o*^---bf^S(i 0. 4MV>S/<7 7 
(pH=6. 8) *m\.^-cm\bZ*ttZo Rho*t-b*07-ytr>f{±HTO 

5 0 mMT r i s . 1 mM E DTA> 5 mM MgC h x 5 0 n g/m 1 
tXh>. 1 0 uM GTPrS. I 0 0 ft g/m 1 Rho. 2 /zM ( ,l P) 
ATP. _hI2©«fc o^LTIBlSeL/cRh fe* 3 1 *5«fctfttSMt£4aj£ 

^-frEJett (£S 5 0 jtt 1 ) £ 3 0 °C. 5 ^MR*$1*-fco El6li2 5Xh'J^ 
DVl/ftK (TCA) Mlml^l|Dt5Ctf:«tl3*ITS^ 4 «t\ 3 0 fl-RH 

*fc^4»©lfi*ffcffltttt»Mb^#MSftl (Control) ©fflt«1l6i©it«!^J; 



MflFffi (%) = 



Control B#<Dcpm - #2£T<£cpm 
Control BfcDcpm 



x 1 0 0 
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f 




(%) 


il&WlW. 2HC1 


( 1 uM) 


8 


1 




(1 


1 0 


0 


-fk^«B165. 2HC1.3/2H 8 0 


(1 0 tfM) 


1 0 


0 


*b£«380. 2HCl.HaO 


(1 0 */M) 


1 0 


0 


*b£^204. 2HC1 


(1 0 uM) 


g 


3 



j|gfefl)2 : Rh o*^--t?Pl*ftffl (t hJfo'MSRh o (pi 6 0 RO 
CK) <Z>Pl##ffl) 

t hlfil'h&P 1 6 0 RO C Ktilshizaki t> (Ishizaki T t>, The EMBO J., 

15(8), 1885-1893, 1996) tc J: 0 i&Ht Lfco 

+t-*7»t'ftt, 5 0mM Hepes-NaOH (pH = 7. 4). 1 
0 mM MgCl 2 . 5mM MnCli, 2 mM ^ftXU'f 0. 
0 2 % B r i j 3 5. UM (r- n P) ATP, 3 3 0ju g/m 1 h7h 
Ishizaki ^<D^mz^ O^HtL^p 1 6 0 ROCK 2 # 1 :i^ < fctm^fc^b£■ 
$J ; £'^■&'£:J£^£ (M3 0/il) *3 01C, 2 0 $M V**'*- h Lfcfl^ 
^l/3l©4xbAtJt>y;k<- y 77-i^L, 5 $^=£#1} Lfc|£s SD 
S-PAGEm/:o y^^vi'-yU'JTyh^-^feU t 

tl^«tcfT^s 5 0 K<D|fi*fl£ffl*^#tftttfte4&©«flE* I Cs« (/iM) <h 



^2^ 



ttHMtett 


I Cso (/iM) 


4b^$f80. 2HCL H*0 


1 . 5 


4b£-«&109. 2HC1 


0.11 


4tettl43.2HCl.1tiO 


1.6 


it&mOi. 2HC1 


3. 8 


4b^«5308. 2HC1 


5. 0 
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liii: Rh o+^---tfPfl^fFffl (p 1 6 0 ROCK&J;tfROCKII<DE&« 
fl^ffi) 

p 1 6 0 RO CKOshizaki T The EMBO J., 15(8), 1885-1893. 1996)fe 
itfRO C K II (Nakagawa 0 £, FEBS Lett. 392 189-193, 1996) (D&MMmitt- 
&T<DJJ&iz£ *)ntZo COS*ffl8S£3. 5cm->t-H:j|^ -JftttLfc 
ft'J*7i^5 >*ffl^T\ p 1 6 0 ROCKfc^^ROCKnofSK^ 
- (pCAG-myc-p 1 6 0ROCKfc«kCfpCAG-my c-ROCKE ; 
Ishizaki T£, The EMBO J., 15(8), 1885-1893, 1996 £>«fc t>*Nakagawa 0t>, 
FEBS Lett. 392 189-193, 1996£#j&) £ h 5 >X7 x. ? ! s a > Ltz 0 2 0 \tifffl 
^Lf:P B ST*afl££-[51Ste8>&. 'J^A'77 7 -(20mM T 
ris-HCl (pH=7. 5). ImM EDTA. ImM EGTA. 5m 
M MgC 1 t v 2 5 mM NaF, 1 OmM £ V -t? o * X 7 * - K 5 m 
Mt'D*X7x-htMJ^A, 0. 2 mM7 x-;^ f ;l/X;l/*-^7;l/t 'J 
K> 2mM^f^XU'f 0. 2raM^'ti?>Kth , J , 7As 0. 0 5% 

Tr i tonX-1 0'0 % 0. UM calyculinA) ^ffll»T, )k± 
■V2 0 ft?$imB&&mM£ittZo 3 4 -tr- h£ 1 0, OOOxgfl 0 ^F B ^>C^ 
iL, ±?t^-lHli|XL/co ±.mz. 9 E 1 Otfcmy cxf (Ishizaki T£, 

The EMBO J., 15(8). 1885-1893. 1996 £#J1) 2 ^PalJSi Lfco * 

<D&. ?ur4 >G-*7 TU-X*m^Z *lz2m£\U£ ? Ltzo m 
mmZl, 0 0 0 x gT5#|HHS4>$HliU 8*iLT»bnfc^Uy h£:V •> 
X/<7 7r-T3l5l^U $ — -tf/<* ? T - (5 OmM He p e s 

-N a OH (p H = 7. 4 ) . 1 0 mM MgCh , 5 mM Mn C 1 , N 2 
mM V**?. V4 h-/K 0 . 0. 2 % Bri j35)T-|^ *^ — 

^ifetlnl&icm^ k hlfll'JMSRh o*^--tf (p 1 6 0 ROCK) lctt*_T N 
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^3^ 



ttlMb&lfti 




I Cbd 








p 1 6 


0 ROCK 


ROCK 




n 


-fk^«580. 2HC1.H 2 0 


0 


. 6 3 


0. 5 


6 




ItetWlOd. 2HC1 


0 


.095 


0 . 0 


4 


8 


ft£-#U43. 2HC1.H 2 0 


0 


. 8 8 


0. 4 


7 


4t£123204. 2HC1 


2 


. 3 


1 . 1 







m&V-**c (WW. 1 . 9 — 3. 0 k g) \"OV\£? — )l>-}- V U AJ$<Bfc 

^ JMl5E£t>r, JM^S&M^ffitfc L*io 2 mm© U > rt^*^^ U 
3 7 < C0^1/^X-A,>-lr7^^ (NaCl 117mM;KCl 4. 7m 
MiCaCh 2. 5mM;MgSO< 1. 2mM;NaHCOa 24. 8 mM ; 
K H 2 P O < 1. 2mM;^;l/n-x 11. OraM) ^ifclfcgt4 0 m 1 

+ 5 %8iWtifX) &m$cLLtz 0 m*(D&£)te%fR& b^>X-7^--tf-- (T 
B-61 IT, B*ftm) -ead^Lfco £S*£"7 x-U7V> (1 0 ~ 6 M) TiR 

^^t^^©5fii^5^(i7 U >lK*g£ 100%tU 5 0 %£D?feM 

££-t±£&Jg* I Cso ( fi M) iLT»HJLfcc *<Dt&%k&m 4 

t&Q^- h U-^*/l>*.y h (#fi 260 — 390 g) IC^V h/<;l/t*^-;l/ 
^- h U OA l 0 Omg/k s*tttertS#LT«IMfc. JftifilJEStK ^W£MHJ 
L^o ^©J&flJtfc#£iflfy|i8£. (13 mm-C«S^eiJ^^i2J»f L> ^*^rfFfi£ 
L/Co ^*Ji 3 7 tO^ U-rx-^^-tf^-f hi (NaCl 117 mM ; 
KC 1 4. 7mM;CaCl 2 2. 5mM;MgSO« 1. 2 mM ; 
NaHCO, 2 4. 8 mM ; KH 2 PO, 1. 2 mM ; ?*;l/3-x l i. Om 
M) ^i/;LfcS!4 0 m 1 X^ftlC 1 gO^TlSLf; a X 

^rtti^^. m&#X (9 5 %8?8s+ 5 %|i£&#X) ^riimL^o m*<D&tllt 
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^Rtt h -5 (TB- 6 1 IT. B*A^) %l^Tl/3-^- 

(T i - 1 0 2. 3C&g31*4) {cie«Lfco m^T-tr*^ 'JXIO - 6 M) 

L/Co HWb^OJUIRlBtt^'^U > (1 0 " 4 M) ©S^&J&^r 1 0 0 %t 
U fO5 0«O5t«SM*tS^IC s , ( # M) tLtimi/:o 











(//M) 




*fc^4»80.2HCl.HiO 


0.7 0 


0.5 6 


2HC1 


0 . 1 


0 . 0 4 3 


*b£&ll65. 2HC1. 3/2HeO 


0.051 


0 . 0 6 6 


it&tam. 2HBr. 1/2H 2 0 


0.0 3 


0 . 0 2 9 



tte&SD^v h (#« 2 0 0~ 3 0 0 g) h h V h S/> (STZ. 6 
5mg/kg) &&miH&5-L, mmm^ v h^ML/:o — STZ^ 

»iwr*59* h^i/t"^-;t/-ejgi*u ^KSt^rifti^s^u-if-ifaM 

it (ALF2 IRs T K/<>7) -C&mLtZo teffc-ft^^MfrfljUcge L fc* 

"To 

msm: 

(%) 



it^mo. 2HC1.H,0 
^^157. HC1.H 2 0 



4fc£r^l66. 2HCI.H2O 



( 1 a g) 


1 


3 


5. 


0 ± 1 


3. 


4 


( 1 Mg) 


2 


1 


1 . 


6 ± 1 


3 . 


6 


1 (0.03/i g) 


1 


3 


5 . 


8 ± 


0 . 


0 


(0. 1 tfg) 


I 


4 


4 . 


7 ± 


0. 


0 


(0. 3 g) 


1 


4 


3. 


2 ± 2 


5 . 


4 


( 1 U g) 


1 


6 


5. 


9 ± 4 


2. 


5 



7 : VLA (very late antigenM >f/U >mmtfflft\ftm 
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C E MAMS* 0 . 5%^->M7^;>(BSA) > 1 0 mM HE PES. 
2mM L-rJl<?Z>, 1 mMkVUt'^K^- h U 6 0 /ig/m 1 

^-T^i/i^ 1. 5mg/m 1 JKtt7K*-M* U^A«r^trRPM I 1 6 4 O^fJft ' 

7^o^?f >T'3-Mfc9 6 ft?" I/- h^g-^JCC EMftMS (5 x l 0 4 ) 

t &mmz-mm-L tztemk&m <-*»*«■ i-~ 1 o o ^ m) o- o # i t 

U 3 7 °CT 1 i*IBHM£Lfco i^CPMA (phorbol 12-myristate 13-acetate, 
TPA ; &mmm 1 Ong/ml) ttemt&Ql&iDX. 2 0 0 /iliU 37 °CT' 
3 O^ILfc. #yt^3 7tO«fi« 2 0 0 // 1 2 HUffe* Lfc«U ^U- . 
hlcSf Lfc»LDH h-r fc Koyt- If) iSHk&Mfe-f Z> Z. t 

-To 

»*R3Mfli«lffcffl («) = (a-b)/(a-c) xioo 
a = P M A &j&m L L fc*BBia» 

b = &mt&® t P M A Srgsfln L *:^gt>&# L /c*B/!S& 

*S6fe 

ft£^80.2HCl.H 2 0 1 0 0 7 0 

<fc£-4£H09.2HCl 1 0 0 6 7 

ft£#J143.2HCl.H 8 0 1 0 0 7 7 

<t£>y}16S. 2HC1.3/2H 8 0 10 4 0 

4t£-#f204. 2HC1 1 0 0 8 2 

trt£ 1 ifttfc 2 0 # g/m 1 118 

I g G 1 2 0 u g/m 1 - 2 5 
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MM2LB : &W.$LWUftm (in vitro) 
T^X:*cffil#£ffl^*: in v i t r otc*jttS#!aiR«]$iJf^ffl«J£lT©^ 

3 ~ 6 i§i*<z>ii& I CR-7^xo^:JS#^^6tj{c}iSttl U l o 

*>fl£y&lfllte. U VG*7^>"i7 A 1 0 OW/m 1 , •> > 6 

0 # g*J<fctf 0. 1 5 %£t&7k^ h 'J^A^aAF 1 2 (£TF. 
i&tVrtZ) i:t, #«&Jg&3fcfrL/c&. #«ctf**SflU&l**«fc<tt*>l*^T 
*g#KfflWc 0 Wikit^mt— B.iM ^;Ux,H/**-> K (DMSO) CiWHU 

1 0 m g/m 1 (DmmZmn U Ctl^ig&gre 1 0 0 0 teld^ift U 10/ig/ 

1. Zml^^t, I CR^*X*flSa#£-2 ^^/U- HCT6 BB!k 5 



(%) 



^gg_C_ag OliCaf 

^mtja<Dm^ - i&mm<D cat 

\ ©iKiSfiC a fi / 



x 1 0 0 



|h)S© DM S OO^^JP^T^S^?f ofco ^-Oi^m^^7^{C^o 
ISiiLTB ALB/ c "^^XOBJfflJS^v $mmM± LTC 5 7 
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fzRPM I 1 6 4 Ot&M >>6 On g/m 1 . •> V U 

0 A 1 0 OSMfc/m 1 > N — 2 — t Kn + i/i^yl/h 0 '^ O-N' - 2 -i* 

h 1 0 mM. 0. 1 %&m.ikm-)- h U •> A, L-^^i>2mM 

hx^ j -jisjs^if i 0%FBS^t?RPMI 1 6 4 Oig*fe£ffl^T. 

1 0' Mlfe/m 1 {CIB3S2 U RfCSiBBia^afiatd: LTffll^o 

1*?J:CM 0%FBS^tt;RPMI 1 6 4 0 ffl Ltztemt&V!} 

10 0/tli^ 9 6 M-*D>U 3 7tT5%^X, 9 5 

*#TT 4 B BB#«*fTtt o *L 0 

'J >/<^tt^kRrt;o«!l3fe«d:s JEtTJw^f 3 - (4, S--?/*-*+T*/-fr 
-2, 5 - i^7x-^f h 5 »/U fAyPT'f K (MTT) 

i&mj&T'lk, &K<D±.ffi 1 0 0 u 1 5 mg/m 1MTT»** 2 0 

/* 1 -fog^tCgsjtaU 4B$|Bk 3 7°C-zmmLtZo 1 0 X Kfi//Ht 

m± h 'j t> A^r^ir o . o i mfe&wtmm 1 o o u \ zmz.^ -%3 7°c-ei&# 



m&\m (%) = 



/ tomtom*: &.xmm<DJ> \ 
i 



x 1 0 0 
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% ( # M) I Cso ( u M) 

*b£M2!J80.2HCl.H 8 0 40.9(100) 9. 6 

*b£-1$5l09.2HCl 42.6(100) 1.6 

4b£-<B5ll2.2HCl 75.7(100) 4.4 

-fb^ll0.2HCl.H 2 0 74.0(100) 1.1 

tt£$Jl42. 2HC1.H 2 0 4 4. 2 ( 1 0 0 ) 

fll£-^143.2HCl.H 8 0 3 9 . 4 ( 1 0 0 ) 

*b£-^308. 2HC1 13.9 

gg&fl) i o : SK-Me i - 2 8 * ? j --rizm^zmmmminimftm 

bhS K-M e 1 - 2 8 / 5 J 1 0 4 £>'&SHb£-«5£r 10fl tf 1® 

'1 0XFBS4^t»RPMI 1 6 4 '0*«!i:iail, 9 6^U-Fi:x v 3 7 °C. 
5 %j^B?#XT-e7 2 KfPa^SLTto 1 0 # 1 OMTT (5mg/m 1 ) 

«r#^tc^inL. £ £ tc 4 B#F«JK 3 7°C. 5%WxTT«iL/:^ 10% 

k-t^whssk^ h u o. oi 10^1 -?-o&xizm?Ltzo 

^L. J^T®^(wJ:«9*ll$fl^ (% cytotoxic! ty)ZUmLtz 0 *©*£H£3g8^ 

t bmmmmmj&iztt-fzmmnmtmit. 3- (4. 5-v^^?- 

TV-/V- 2 — f ^) — 2 . 5-^7 i^;l/f h 5'/'J f A^D7>f K (MTT) 
^ffl^fc-gjfcfck (Carmichael £>. Cancer Res. , 47. 936-942, 1987 : Mosman. J. 
Immunol. Methods, 65, 55-63, 1983) *C«fc 9 Lfco 

&tz. m.mt^mtv> ^ *>\,7>)\,**i, h'ia&Mv>&. rpmi i 6 4 o&m 



/ 

(%) = 



7 0 
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I Cso (# M) 


i 
i 

4 
* 


fb£^115. 2HBr. 1/4H 2 0 
k^l09. 2HC1 
b£«8ll42. 2HCI.H2O 
fk^l45. 2HCI.H2O 


9 

5 8 

5 9 

6 2 




1 1 : fiLmmoLmwftm 





/co R#n«itctt. jE^t h $ ttffitavrt&m a^mmw^^ ^e-gm 

UV^iC 5 . 5 x 1 0 4 m/m 1 tttSi? (C«K® U 4 0 0 # 1 £-7 h 
*)YJl7l<-b (EHS sarcoma* *©f?fl|Jifc£lgig|. =» 7 *K V >T t=- -f y*t) ± 

icifcinLfco tti^b^«B C 1 mMM) *4tf ljS/nL. 3 7°c. 5% 
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